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(57) Abstract: Compounds represented by the following general formula (III), prodrugs thereof, pharmaceutical^ acceptable salts 
l/^ thereof or solvates of the same which have a thrombopoietin agonism: (III) wherein R 9 represents hydrogen, optionally substituted 
O lower alkyl, etc.; R 10 , R 11 and R 12 independently represent each optionally substituted alkyl, halogeno, etc.; R l4 s independently 

represent each lower alkyl, halogeno, etc.; n is an integer of 0 to 2; and the ring A 3 is a group represented by the following formula: 

(wherein R 13 represents hydrogen or lower alkyl; and T represents oxygen or sulfur). 
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tm&*m-rz£*pimv, wT©*»«§*^isufeo 
-rtat>%, *mm±, i) (i) : 

5 [5£*K XMisS : 




(3* + . Ett-CH 2 -, - (CH 2 ) 2 -, - (CH 2 ) 3 -, -0-CH 2 - N 
— S — C H 2 — ; 
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5 iVAfn7'J-;K 

Y 1 {i — N R A C O — (CR C R D ) 0 _ 2 - N — N R A C O — (CH 2 ) 0 _ 2 -V- N — N 
R A CO-CR c =CR D -. -V- (CH 2 ) !_ 5 -NR A CO- (CH 2 ) 0 -2~> - 
15 V- (CH 2 ) 1 _ 6 -CONR A - (CH 2 ) o-2-s — C O N R A — (CH 2 ) 0 _ 2 -. 

- (CH 2 ) 0 -2-NR A -SO 2 - (CH 2 ) 0-2-^ - (CH 2 ) 0 _ 2 -SO 2 -NR A 

- (CH 2 ) o-2-. ~NR A - (CH 2 ) 0-2-s -NR A -CO-NR A - — N R A 
-CS-NR A -s -N= C ( — S R A ) -NR A -, — NR A CSNR A CO— x -N = 
C ( — S R A ) -NR A CO- — N R A — (CH 2 ) I _ 2 -NR A -CO- N — N R A C 

20 ONR A NR B C O— n *fe(i-N = C ( — NR A R A ) — N R A C O — (j£*K R A ii^ 

U>>^P7;i/^K g^^iXTVN-tfe J;V^T7;^^^;l/, g^^ftTUTfc ct^AfD? 
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5 A^&sSi: 




( 5$ * > r^^r 2 }*^ s & & -» & o x mmm^ t bi,<\tmmm 
sfcTkmm^&tziti&WiTjv*)]/ Q*5cfcvw(i^n^naAz:bT-o-. -s-s - 

10 N (R F ) - R F tt7j<^M^Sfe(i<Si^T;i/^;i/) , lf;tt-CH 2 - jmttU 
2. ifett3 ;M ( ) fi^CD#&£fc{±^#:££**D-f ) T'Sl*) £ n&3§ ; 

OEiR ( ) (i^©#ft*fe{i^#«**fc-r ; 

fc£U R 1( \ R lx > R 12 &mmc*fgl)§C^T*t±&<U R^^ilPR 1 ^i:%^7K 
ii!TOl^ttR 12 li77ilT'eiife<, R 10 ^^^©^^. R^&^tFR 

^iCiK^ £TFtC^t-2) ~2 1) fcPt-^„ 
20 2 ) Y^-NHCO-, - CONH-, -NHCH 2 -, - N H C O - C H = C H 

*fcli-NHS0 2 -t'fe5 1) IBSo© fD>f^if>§^7^-^ hM&^lT 
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4) A^ifiA : 
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5) *«8#tt^©#44Stl) ~4) CDV>"Tn^{c:f3ig© h o>/if^i^>§^^7' 
3-7 hfffflW £EJ|gifIj£ttro 

10 rf-7 f^^ttSIlllWo 

7) jfii/>«gi*sw»r«fc«)©E**«a*r*fc«&oi) ~ 5) ©i^m^fcifBiiBcD 

8) 1) ~5) Ol>rti*KBa«<D^«©^*±»**wt"«*A*^tr*S i »4bfc 
15 9 ) -jdSS; (II): 
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iwx=*, m&mmBfr zmiRznz 1 &.±<om^^^^xm^nx^xi, ^ 

g&S^B : tb*n^> N tvi/*;k j\u>f> s jw&Wlt n**^ mm 
feiUBggs *J:VatD7U-;1/; 

Y 2 B-NR A CO- (CR C R D ) 0 - 2 -> — NR A CO— (CH 2 ) 0-2 ~V-. -N 
R A CO-CR c =CR D -> -V- (CH 2 ) i-g— NR A CO— (CH 2 ) 0 - 2 -> - 
V- (CH 2 ) i-s-CONRA- (CH 2 ) „- 2 -> -CONR A - (CH 2 ) 0 -2~> 
15 - (CH 2 ) 0 -2-NR A -SO 2 - (CH 2 ) o_2 - (CH 2 ) 0 . 2 -SO 2 -NR A 

- (CH 2 ) o-2-> — N R A — (CH 2 ) 0 _ 2 -. — NR A — CO — NR A — N — N R A 

- C S-NR A ~v -N=C ( — S R A ) — NR A — N -NR A C S N R A C O -> -N = 
C ( — S R A ) -NR A CO-s — N R A — (CH 2 ) 1 _ 2 -NR A -CO-> -NR A C 
ONR A NR B CO— > £fc{i-N=C ( — NR A R A ) — N R A C O — (jS*. R A fc*^ 

VR^tezti^nmiL bT. 2k*JB^ ;\d^> n Bifc£ftTV>Tfc J;vmb«:p/i/*;k 
Btfe$*iTv»-t*.l:v">ffiiRT/i/4r=/i/s UWi£tix^x<b &^ig,ffl.'7fr*—fr, gj&£ 
25 ^'y^nr^^ B^£nT^T& J^r^v^K g^£*iTUT& .fcv^^nT' 
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5 - 7 7^^ ; 
A 2 3S«5S; : 



(5£<f. Ri;fej;tfR 2 &t$£;fcfjt0^£fcy: — ICftotMf* b<«a^M 

N (R F ) - (5£*s R F tt7jc^M^Sfe{±M^;i/^;V) s CH 2 - ; mt£ 1, 

10 2. ££{3:3 ( ) li«g^0#SJfclM4S^tot ) -?3t:fr£*i-S31 ; 

( ) t±fs*©#:&*fcti^#&***>-r ; 

fe^U R 1 °\ R 1 \ R 12 ttH^(i7j<^M^T'«*<. R'^WR'^J:*!:* 
II^©i^liR 12 H:7yiI?-Cli&<^ R 1 °#7j<liiM^ ©*§-£•&. R ll :fe«fc-lFR 
l8 ttfc*K:7 ymM^-eti^v^] -c-j5s£ft&<fb-£-%s torn^f^ £ L < li^ti 

10) Y 2 #-NHC0-> -C0NH-, -NHCH 2 -> -NHC0-CH = CH-. 
$feli-NHS0 2 --efe-5 9) IBtCft^ f<D7Dh*7y^ fcU<«^nk© 

11) Y 2 #-NHCO--?f&£9) MS«4©4bl^> -^©^D F 9 y £\ * U< tt-fcft 

12) Z 2 5bVND^>^fe(i^MT;Vdr / il/T-Sm$n-CV^T i b<i:VM , 4-:7^-^> 
9) ~ 1 1) (D^TtlfrK.I&VKDfc'&to* ^©T'D^s/^ fcl/<&-€*xS>© 

1 3) A 2 3g#5S; : 
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r 1 3 \t7mm*% tz\$&mT)v*c>]s m«-s-, -o-, -n (r e ) 
nm^ ; ®m&ffi'&<DWiEi£fziz^&&*mt>iri -e&-3 9) -12) ©^-ma^te 

1 4) g[i||^M-^cD#*§^-r9) -13) ©l^fta>£BB®©<b-S-tK ^©7D 
1 5 ) -JK* (III) : 



R 12 
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[5**, R 9 tt7jc^M^ WftSftTi^Tfc J:^M7 > ^^ N ffi«7vi/ 
l^±©smac t };o-^:g^^^tl-tv^^:% £ kv^r;^^^;l/^-^r^, ;\ 
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nyx ■mat«B^&jB^$n« i&±©BiM£fc«kt>T«ife;*ftT^*c<&j^:7:c 

-;k B&£f$Bfrg>att'$ft£ 1 tUicDg&SfcckoTB^ftT^T&^^D 
7U-;k *fei±B»aM*B ft* 1 «±©Bt&Kfc«fcoTBifc3ftT^Tfc 

5 fftI^A:>>^D7;i/W> tb'D*^ Bm£ftTfc«fcv^;i/3r;i/:3-*:>\ /\U>f 

R 14 «^ft^ft$&j£LT. S\UV>, ADfig7;^;K tfMTfr*fr 

15 nS0~2©Sit; 




20 

i 6)r io &mm&wtA&t>m#i$ti5 i&±(DwmMxmm$tix^xi>&^7jv5- 

;k 7-;vdr;i/^-^^> ^nffiH7^^i/t+i', *fcfc*Btfc£#B ft* l jy. 

25 fcO-ffr&flK ?©7DH7 9^ L^i^ft&OMSUlfflF&Sft*^ 3;&«*ft& 

9 



WO 02/059100 



PCT/JP02/00547 



*lTM-£fc cfc^T^y, Btfe^tlT t^T & J^T $ ^ #;i/#-;K @J&g:g¥ B £> MiR 

g^Sl¥B : tFD^K t;v=^;k /\d^>, /Nn-fgi^i/^K rfc;^*^ mm 

tjv Karri's m&znx^x<b&^7Ky, immm 
io i 7) 9) ~i 6) <D^?n&temM(Dfc-£yg*%%}!&frt vx^m-r?>mmmm,mo 

18) 9) ~1 6) <D^?nfrtemffi<Dfc&®1tm®f&fr£ UTtttS hD>«i 

19) 9) ~i6) m^n^£iBi©©<bisrt7£^^£-£: it^tsji^si^ii 
is 20) jfli/j^^^ingiJ-r^fefe^Em^M-r^fcfeog) ~ i 6) o^-rnib^m 

2 1) 9) -16) 0V^-rn^^i3«©'^b•artI©^±yiJ^*^-r*^A*^tf^i?L«J 

-C V^S-^K n -^T^K n-rfr^^K n-^— ;K n -.^*-;v s n->j7> 

10 
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-;v^^ijf^n^o u < B\ c 1 ~c 1 o 7;i/^we>ni, $ u 

ac^-;i/. n-^Dtr;i/ N -f y :7D tr/w ii-y^l/, -iVff-A/, 
;K t e r t -y^-;K n-^y^JK -f V^y^/W neo-^.y^;K n-^*is 
;K -fV^rS-MW n-A^K n-^-^^;V^*s^^e,n^o L < Cl- 
io c ez^^^i^n^o l<&. c i-c 3T;i/^;i/^^we,ti-5o 

mtiK y^oy^K y^n^y^;K y^D"\3fy;K y^ n^r^K y^n 
£Ha^-£-£^r L-tv->-r feiW 0J£«U 7->;;k 1-7D^=;K 

25 IS, l-7n^;K 2 -7V tfn;v, i 2-^-;k 3- 

$f£L<f±, C2~C6 7;i/^-W(f6fl5o $fec»$b<a> C2~C4T;V 
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*wmm*, L<tei&L<z)mmtMfr'&t>-&xm^fi>ti2> rrv-jvj tit, 
*mnm*. r T ^;v^;i/j tit, mm ^m,mTjv^-^j izmm *~tv & i s 

is fttcsisnss m&m*, mnm^^.it^mm^m^imu±^ts 

&-£-r%o MZ.it, ^nijy^v (MZ.it, i -tr n y y=;K 2 -ifn u > 

^.^ „ w > h y i — r > h* u-;i/) s -f v-r > k y 

«s v-f > h* U ^ ^;v*y-;i/ (ixl^ ^l/^y^ 3 -^v* y % 

g&a^At&fra r w%mi&mmm&j tvxit, *=»*v;, v^v;, 
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io &o ^^.fis trn y;i/ (0S;U£, i-^ny;K 2-uni;;K 3-tfny 

. 7U;v 2-7y;w 3-^';>»v) „ (0j;ifcjU 2-^jc-;k 

-^fyf7^'j;v) s -fvtWJ^ s--fy*w;*) . sr^-t?-^ 

15 >j;i/ 2 u/i/) . ^-r^u;v jv) s try*? 

;i/ (#dx.«. 2-try^;K 3-try^;K 4-^u^;i/) % v^v—fr (0o*.b\ 2 

;iO N **ifw>;^ 1,3, 4-**w\/y*) > fr^y^v 

20 1,3,4 -^7^7^ u/i/) > -f > H y 2 > k y ^ 

h y ;v 1 — f > H y ;k 2 --r > k y ;k 3 > p y ;v) s ^ y )v 

25 2-^yi;;K s-^vy/i/K 7^7^ (f ^is, 1 -79^*?- s 

;v) > (mx.&* 2 -*j-\r v s ^w;~;v 3-^> 
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5 77-W „ o^?^;iJ^ 2 -^>\7V •;;!/) s ^>v-fy* 

> ^>^^vf7^'j;v (fix. if* 3-^>^vf7\/^) „ ^ov^y 

R 10 > R A1 > j5«fc^R ^fDT'J- 71/ J ^UTter. K'Jj;^ 

;k 7 y 7K s>-7K •* 5 *v u tk wj 7K >; ;k hU7V 71/ 

BmS^ACiJit^, KrD7'J-*j tbtlt tfU^;K If^^U^K tf'J^ 
15 ;K -f^*VU7K tf^F-iTVU/K f7\/'J;K 7iJ;K ^:cr:;v^##: $ u^o 

I^SSfBC*(7i, rAfD7'j- tbTii, K>jy/K f^^u;u. -f 

20 CHuiB r^rD7U-*j #1 £fcJi2£l.J:@i&LfefccD£^U £ft £fcfcqrfg&:£ 

2- (f^7x>- 2 > 7 ju (m*. 

{i s 2 -7 VfrjiT-JH > (#!!;?.{£ 2- (77>-2--f^) N 

t:D>j;Mf^ 2 -ifn u;i/p«^-;i/) > i?d u ;i/:n^;i/ (0§£«> 2- (if 

25 D-;i/- 2 -^71/) >x^71/) ; -f 5 'J 71/ p< 5^71/ W^Ss 2 - -Y 5 *V D 

4-W ^*VU7l/*?-71/) > * ^VU^V^^l/ (0J*.fciU 2- U * ;i/- 2 - 

-f;i/) „ tr^ \7 »J (09x.fcJU 3 - tf z> V l> fr* . l?5\/>;;i/^ 
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2-^7yj;Mf;v) . ^tv^U;i/ji^;i/ (^^.{is 2- (f7i/^- 2 --f 

yy;i/^;i/ 3 — fy*WJAy^) t^vij;Mf;v 

5 2 -a-^^y/M^/iO N y 2- 2 - 

^HJI^Scfx ryy p>j izit, SuiS r7'J-;i/j ©2ffliStiiftt5o #1*.^ z> 

b> x 1, 4-!7 3i = ^>^#fcr&;h,S 0 u<fcfci , 4-!7;c^># 

*Wfflmtp. r^n7!)l/>j JiB, ffHB rArD7'J-;i/j © 2«g£StRfc-r3o 
?*7x>^;k 7 tyy>y-f ;v«s^tf &n*o 

15 b<teU 2, 5 -^3-?:h>^;k 2, 5-:7 9>3>-f/K 2, 5 - tf y > s?-f ;i/ 

#fni«i»*s ^^mmmmm^-f jvj tit, mm rft%mmw.mm&j cozmm^ 

t^l/^*^, ^V7Dt;U^r^ n-T^l/tf*^ ^fV^;Vt^i/, sec-:/ 
25 ^;v^-^r-> x tert-^l/^^ n ^^l/**-^ n-^$/;i/3-3r>> N n 

^f^^n^., ^f$l/<^i^ .*^;v;frar$/ N :n?-;i/;fr3^ n-yn tr;i/^-dr^> N 
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7n\ZJl#*i/, -i V7D Ml)/**-*;, n-y^-frlriris^ j V 7 is s sec 

5 ai^;i/3r-dr5y N n-7"aif;i/^-^i> N -fv/Dtf;^^^ n-^^;v^-^^>*s^{^ e> 

10 3L7-jv#5-*sJ])i/7rs—j) / ^ n-yu tr;i/;r ;]/?}?— ;K ^ y t"d tf;i/^-^i/^;i/5}t 
fcJU 7;i/dr;i/S5^#HuiB r tetter ju^-juj ■^feST;i/^r;i/*;i/5jt^>'i/*fc{iT y — ;i/gp 

20 

25 3o#?£L<y:> b y 7WD^?;i/is#|j' t>ti% 0 
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10 , aula ^fD7'J- )Vj \ luIB rATD7'J-;v7j^;i/j N ^fe^auiB r^i/ 
~zi&.fc&2mffiwWL$n^x ! h£^T$.y*&<g~f%o Mz.i£. r*y s 

is 7?ywe»n^ 0 

20 f>ti5o 

1513 i~TU— % H5IB r77;i/^;i/j „ fufB ^071;-^ ^ huIB r^DTD 

25 

17 



WO 02/059100 -I 



PCT/JP02/00547 



10 R 8 •> R\ :fc<fc^R 9 tC:fc{*£ rg^$tiTVN-c*) e tv>'(a^7';vdp;i/j ©gJ&SJib 
15 *Pj?iSBl*'K rmikZ ftx^xb &i^&®.7)\/ j js&u rm&k-&tix^x 

25 :r/^^**-s/**«#fcrfeft* 0 
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V^2, 5-?^7s>^-f;i/j, r gg|£ftT^T$ cfcM 2 , 5 -^^V^-Y^l/j N rg 
>J s rgife^tlTV'Tfc ^UTU— N r il£ ij^^te ^ ^ ^fe) J% V ^7 — c ■— — (^1/ j ^ rg 

15 mztix^xi) J;^'sfD7'J- frj . rjgg|$fttv^T*)i^^SMi3|Sj , 

&v rg^£ftT^xfc«U^^n:r U— Ji/T^v^vj ic^tt^ggiSii bxti> g}& 
$tvT^-t& £^7;v*;k i^nr;i/3r;K ii7;v^=;K bF 

* j^t^/i^/k Vt-Vj, 7VS, — N=N— (b% 
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*Wmm*s (or) ^..tta^-riSSt 5C tZMR? Zo (CR C 
R D ) o_ 2 (i (CR C R D ) ^0~2f#4t5Ct^, (CH 2 ) 0 _ 2 (i (CH 2 ) #0 
5 ~2f#4t5i: (CH 2 ) ^sli (CH 2 ) ^l~5i#4t§ii:^I«n 0 

^m*^ rjft/js^^ii^j tit, m>hwtm'j>m (^m^m^oM^mm^ 

20 #2guJHbi^t7 (I) fix WT©A&#£> *J:«(D>5atMt5Ct^-e 
§3o WO 9 7/0 5 1 3 5 9 8/3 9 7 3 7 CgBga®^ £ TO© 

(AS) 
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15 

R 15 OOC — Z 3 — CHO : ► R 15 OOC — Z 3 ^^^ 



(IV) (V) 



HOOC— ^^V^ —— ■ — — *~ X 1 — NHCO— Z 3/,5 V^\ 
QA^) x 3 -NH 2 (V) 

(vi) (vn) (i-A) 

(IB 1 Ig) 

(<fb-£rt> (IV) ) *taiB»»i:UT«!ffl"r*o 

-fbi^u (i v) tt N j^tj^-ti) ~3) (Dfimz£bmzzt<bx-%%o i) <sm 
i'&#nv6LWt^>vm&m^-cm'£tmM7k®^£m<« 2 )jfimfTt>nss7cM^(^ 

^th-p^mt5^ISAi:i< 0 3 ) »»fxfcft*R4bfiJteK:J; D (09;ttfs 
Swernlft, Dess-Martinlft^), ^l/^l/sr*^ *^s|?=-n/*J;V 

r^i/^t r*£*rr«4b-fr* (iv) ^tm< 0 

#xg{±, ir^^t b*g§igflc (I V) £2, ^>i^^-y^i:S*S^^* 
dhfciD. ^>s?'JTVH«M#sxi^fe5 0 (IV) ^^>-if>, 

:c »»**Vlf^Uy>*««©#«TN 2, 4 -WJ 

a:^.— -501/ (Knoevenagel ) jxJtS) o 

TBI" S £ t 5 * o gJSfc fc£p|S£ §■ fc-T @^S* s #«-r * *§-£-«s ^ ©S£ Protective 
Groups in Organic Synthesis, Theodora W Green (John Wiley & Sons)%flZlBM(Dl3&T"i%WI. 
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5 * N *»^©#ftT"CSJte$**cfctJ: t>*^sjf>»R*f*: (VI) ) §f 

SCI 

(i3lf) 

*xg(i, (VI) ^7- 5 >Mmfo (VII) £ N 

i*d'j m&nmTkwmmKi&bRjfczitzztK&t), 7$ pr*#(i - a) 

20 

fc-frtt (vii) ttr15I5$nTv^S'^b•&t^*^Jffi■rsiIi:A s -^^i.A s . WTfciSr* 
£ti-cv>-r & j;^AfD7 | j- ^ *oigftSA57 y — ^iJcfci^-^DT y 

25 ^« (VII) Si^t^t^, 2) X^S^nT^TfccfcV^Tvr-^fc 
T83©*»e«fcD^3"&« (VII' ) fctfuS *« 
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NH 2 

151 XH V „ 1211 N" 



rE n T r e 

(viii) (ix) Hal (vir) R 




F 



5 (IlXg) 
(f2Ig) 

sjt5$tsci:}aD, mmhtz>?-TV-}i>Mmfo (v 1 1 » ) ^scfc^ts, 



HOOC — Z 3 



^ BocHN-Z*-^ 

(VI) (X) 



H 2 N — Z 3 "^^"^ X 1 — CONH — Z 3 ^^^ 

x i -coci (V) 

(XI) ~" (XII) (I-B) 



15 A 1 . X 1 , *jJ;^Z 3 (±fiiB^PI^« N B o cttt -y^;i/^^r^*;i/7jf^;i/) 

(Illl) 
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2fCX^{iB O C ©J&^jll&fTOXllTfe-So Protective Groups in Organic Synthesis, 
5 Theodora W Green (John Wiley & Sons)^tCS3f4© 75r?£T* fifo C £ -fb 
^rtJ (X) & hU7^*D»at?«Hi3ffi"r*ci:fcJ:DBWi:-rsitt«tt# (XI) 

o 

(CIS) 



(5£«K A 1 , x 1 . Z 3 . SJ:VHalttMI32:RM) 
#x3lii N Amfctzm^ftx^Zihis® (VI) ©R^n^Wfe* (XIII) 
is rv^e-^A-f vf-ti^T*— h-cjmu maaoffi-M (vn) tsismci: 

fciDI»ttSflJ^« (I-C) ^tKHtfe^ 

Y^-CONH- -NHCO-> *iV-NHC (=S) NH C (=0) 

v^— jftS; (I) T**>S*L*<fb^1M*s W«©Att~c»kW«©fiJS*fif3ci:fc:J: 
20 t)-^J5Ef sct^-etSo 

N - ^^WfcfctjBf&frfrti* TJV^-jVibK ct t> fro £ £ * -5 o 

Y 1 N (-T;V^p;V) -CO-ffe!), X ^WftSftTMTfc .feVN^-T-y-^ 
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5 (A 1 ^ ZK dsAVAlktttaiBkPgjSt*) 

-flS:^ (T) , (II) , *J:V (III) te&^xmm&m&<DW&*ir:T®<&&, 

» © i 5 & 3/ ^ 0* J; l>* h v > ^ *fr b 5 -5 o 




10 X 1 , Y>, feilFZMitgiiBSS) 

nso Mz.&, T>v%v&m (Vf-v&s xvz&m) . yjv±v±m& 

20 
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i^HDes ign of Prodrugs, Elsevier, Am 
sterdam 1985 £I3«&2ft-T^3o ##IHto^4&)F*;i/#*^;i/aS&#'r £ 

3$£:$?3; bV^^T^Vi: l/ttt, ^-^l/^x^K jl^/i^cx^/k n-7Dt!;i/xx 
t^K >f V7Dtr;vx^r;K n-:7^;i/:c^-^;i/ N ^fv^xxf;K tert- 

^fc LT#fc:#?3; l^TS^l/;*-*^ btliv -OCOC 2 H s> -0C0 (t-Bu) s 
15 -OCOC ls H 31 , -0C0 (m-COONa-P h) N - O C O C H 2 C H 2 C O O 
Na, -OCOCH (N H 2 ) CH 3 , -OCOCH 2 N (CH 3 ) 8 W^fcf £>ft* 0 # 

20 NHCO (CH 2 ) 20 CH 3> -NHCOCH (NH 2 ) CH 3 ^ilf?,nSo 
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*mwfc-&®)*, ±m<Dmm<D&m*mtoh ut bc^t %m-&\*. warn, mm. 

5 aiMlcSibfcjSS^&ls if££-£!k M*ik JUttftU ri^J^©g^M^iP^J^^K:j5£;D 

ACgQ-C^t^^ ?im0. 1~1 0 Omg/kg/BT'ife !), Jf$L<lil~20 
10 mg/kg/B-e&3o 



15 Me :^ ^JV 
E t : 

n - P r : n-fv tf;v 
i - P r : -Y V7u\f)\> 
c - P r : i/#n7u\Z)], 

20 n-B u : n - Zfj-)V 
i - B u : 4 Vf^A/ 
sec — Bu : sec — 
t - B u : t e r t-7?-n/ 
i-BuM V~7<?>\> 

25 n- P e n : n-^.>^-;P 
c - P e n : D^.>^;v 
n — Hex : n — -^^r^;!/ 
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10 



c — Hex : D "s^i/^l/ 
i - H e x : -i V^*r*/)V 
P h : 7i-;i/ 
B n : 

B z : 'O^J'f )V 

T h : T-^-Jl 

A c : T-t9-)l> 

Z : ^>i/j]/#*i'i})VK=.)l' 

DMF : N, N-^^MM75 F 

THF :ff7hh'D77> 

propargyl : yu ;V]/3r)l> > allyl : ?'J;K pyiazole : .fcT5 V/— ;K pyrimidine : tf U $ ^ 
piperidine : t?^.UJ?> N methyl: p^JK cyclohexyl methyl: ^ ^ D 3=- i*' ^ -?< ^ )V 



15 ^Jli^J 



l <fb-S-®(A-i)©! 
mi 



F 3 C 



F O 



F a C 




N 



F Ho^ NH 2 



Me0 2 C 



XT' 



• 0 »2X8 



MeOgC 



S 



NH 



NH 



(iiii) 



H0 2 C^ S T( 

s li 

5 F 3 C 





F ILJ>~ NH 2 



F 3 C F 



A-1 
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r^^^D-S'- h 'J 7 ;W D ^ ^;V7t h 7 x y > (1) (20.9 g) <D10%*#J— )\, 
-i'DD^VASiC, J|£ (5.26 ml) &iD* ^Mt?|R# U&o 
S«E*»£E»*U ^OUT* (7.71 g) £in* % 2 I^^An^jl 

484ft U SI4)SSl/ife 0 *7A^DYh^7 7^-fc<tDM©t. •flj£'*&<2)& 19.8 
g If 7c 0 

*H NMR (CDC1 3 5 ppm): 8.22 - 8.28 (m, 1H), 7.48 - 7.54 (m, 1H), 7.24 - 7.30 (m, 1H), 7.10 (d, 
1H, J = 2.4 Hz), 5.14 (bs, 2H). 

(i2ig) 

fi/7^;v7;i/rt PR ^^(25 g)i*J;O t n^>(23.3 g )& h;i/x>fcjga»u 

lmol/L tf"OJ3>>- h;l/oi>^(6.2ml)^cfctl t lmol/L b ;i/^>i§M(6.2 ml)& 

im*.* — *ra«»io»b&o }f>ai«*jifcufctt«*iMJiu 4b-&*K4)* 34.6 g f#/i 0 

*H NMR(DMSO-d 6 , 6 ppm) 13.18 (bs, 1H), 8.07 (d, 2H, J = 8.7 Hz), 7.73 (d, 2H, J = 8.7 Hz), 
7.68 (s, 1H), 3.88 (s, 1H). 

<b-&«(4)(34.6g)*y**-9->(160ml)> »R(250 ml) * «fc 6mol/L tftt(88 ml){CSl^ 
120°CT' 5liMiiaifc, 7jC(350ml)£;&n;U 3£ b, -fb-&fe(5) 

£ 30.0 g*#/c<> 

»H NMR (DMSO-d 6 , 6 ppm): 13.95 (bs, 1H), 13.24 (bs, 1H), 8.06 (d, 2H, J = 8.4 Hz), 7.72 (d, 
2H, J = 8.4 Hz), 7.69 (s, 1H). 
(1411) 

fc&m (5)(3 g) £ V * * V > (20 ml)*5 £ V^-fb ^ * - /1/(10 ml) £ 100°C TriP $t b 7c o 

^©£3;ffl^7co *;i/^>^^btl(286mg), MS 1 b &<fb-g-fe(2) (368 mg)£ 

3?**-9->(50ml)fc»#U KUi>><162 /*l)*iD*. 2 ftfH) 100'CTiP^ bTco #£P^ 

DMF bT-fb-^#J(A-l)^ 220 mgHfe, 
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*H NMR (DMSO-d s , 6 ppm): 13.90 (bs, 1H), 13.02 (bs, 1H), 8.37 - 8.42 (m, 1H), 8.25 (d, 2H, J 
= 8.2 Hz), 7.75 - 7.81 (m, 4H), 7.71 (s, 1H), 7.53 - 7.58 (m, 1H). 
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m. i 
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R 2 



fc-&%0 No 




R2 


iH-NMR (DMSO d-6) 


A-2 


F 
F 


H 


13.95 (bs, 1H), 12.96 (bs, 1H), 8.24 (d, 2H, J = 
8.2 Hz), 7.81 - 7.88 (m, 1H), 7.77 (d, 2H, J = 8.2 
Hz), 7.72 (d, 1H, J = 2.5 Hz), 7.71 (s, 1H), 7.37 - 
7.45 (m, 1H), 7.23 - 7.30 (m, 1H) 


A. 9 


J" 


±1 


13.93 (bs, 1H), 12.91 (bs, 1H), 8.24 (d, 2H, J = 
8.2 Hz), 7.99 - 8.05 (m, 1H), 7.75 (d, 2H, J = 8.2 
Hz), 7.71 (s, 1H), 7.45 (d, 1H, J = 2.5 Hz), 6.90 - 
6.99 (m, 2H), 3.82 (s, 3H) 


A-4 




TT 

rl 


13.90 (bs, 1H), 13:02 (s, 1H), 8.31 (t, 1H, J = 8.0 
Hz), 8.25 (d, 2H, J = 8.5 Hz), 7.71 - 7.83 (m, 6H) 


A-5 


F^X 
1 


H 


13.91 (bs, 1H), 12.98 (s, 1H), 8.24 (d, 2H, J = 8.2 
Hz), 7.87 - 7.92 (m, 1H) 7 76 Cd 2H J = 82 
Hz), 7.70 - 7.71 (m, 2H), 7.29 - 7.48 (m, 2H) 


A-6 


F 


H 


13.95 (bs, 1H), 12.96 (s, 1H), 8.24 (d, 2H, J = 8.7 
Hz), 8.05 (t, 1H, J = 8.7 Hz), 7.75 (d, 2H, J = 8.4 
Hz), 7.70 - 7.65 (m, 3H), 7.56 (dd, 1H, J = 8.4, 

O f TT \ 

2.1 Hz) 


A-7 


F 


H 


13.95 (bs, 1H), 12.91 (s, 1H), 8.24 (d, 2H, J= 8.1 
Hz), 7.99 (t, 1H, d = 8.4 Hz), 7.75 (d, 2H, J = 8.7 
Hz), 7.79 (s, 1H), 7.54 (d, 1H, J = 2.4 Hz), 7.18 - 
7.13 Cm. 2H) 2 36 (s 3H> 


A-8 




H 


13.96 (bs, 1H), 12.97 (s, 1H), 8.26 (d, 2H, J = 8.1 
Hz), 8.21 (t, 1H, J = 8.4 Hz), 7.80 - 7.66 (m, 8H), 
7.53 - 7.39 (m, 3H) 


A-9 


F 


Me 


13.93 (bs, 1H), 12.81 (s, 1H), 8.21 (d, 2H, J = 8.5 
Hz), 7.74 (d, 2H, J= 8.5 Hz), 7.71 (s, 1H), 7.42 - 
7.64 (m, 1H), 7.35 - 7.41 (m, 1H), 7.17 - 7.24 (m, 
1H), 2.30 (d. 3H, J =1.9 Hz) 


A- 10 


F 


H 


13.94 (bs, 1H), 12.93 (bs, 1H), 8.20 - 8.25 (m, 
2H), 7.80 - 7.90 (m, 1H), 7.67 - 7.78 (m, 4H) 


A- 11 


F 


Me 


13.97 (bs, 1H), 12.88 (s, 1H), 8.22 (d, 2H, J = 8.2 
Kz), 7.84 - 7.92 (m, 2H), 7.74 (d, 2H, J = 8.2 
Hz), 7.71 (s, 1H), 7.53 (t, 1H, J = 7.7 Hz), 2.35 
id, 3H, J =1.8 Hz) 
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312 





•pi 




'H-NMK (DMSO d-6) 


A-12 


CF 3 

T 

F 


H 


13.95 (bs, 1H), 12.95 (s, 1H), 8.50 (dd, 1H, J = 
6.7 Hz, 2.1 Hz), 8.25 (d, 2H, J = 8.5 Hz), 7.77 - 
7.83 (m, 1H), 7.79 (d, 1H. J = 2.7 Hz), 7.76 (d, 
2H, J = 8.5 Hz), 7.71 (s, 1H), 7.60 (dd, 1H, J = 
11.0 Hz, 8.9 Hz) 


A-13 


F 


H 


13.96 (bs, 1H), 12.99 (s, 1H), 8.26 (d, 2H, J= 8.2 
Hz), 8.11 (td, 1H, J = 7.3 Hz, 1.8 Hz), 7.77 (d, 
2H, J = 8.5 Hz), 7.72 (s, 1H), 7.68 (d, 1H, J = 2.7 
Hz), 7.59 - 7.62 (m, 2H), 7.39 - 7.54 (m, 5H) 


A-14 


F 


H 


13.96 (bs, 1H), 12.98 (s, 1H), 8.24 (d, 2H, J = 8.4 
Hz), 8.09 (td, 1H, J = 7.8 18 Hz)7 76 Cd 2H J 
= 8.4 Hz), 7.73 - 7.68 (m, 5H), 7.29 (t, 1H, J = 
8.1 Hz) 


A-15 


F 


H 


13.96 (bs, 1H), 12.94 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 7.76 (d, 2H, J = 8.1 Hz), 7.71 (s, 1H), 7.67 - 
7.61 (m, 2H), 7.27 - 7.14 (m, 2H), 3.89 (s, 3H) 


A-16 


F 


H 


13.98 (bs, 1H), 12.93 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 7.93 (td, 1H, J = 7.5 Hz, 1.8 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.71 (s, 1H), 7.61 (d, 1H, J= 2.4 
Hz), 7.30 - 7.18 (m, 2H)2.32 (d, 3H. J = 2.1 Hz) 


A-17 


^^^^^^ 


H 


13.95 (bs, 1H), 12.94 (s, 1H), 8.25 (d, 2H, J= 8.5 
Hz), 7.94 (dt, 1H, J = 7.3 Hz, 2.1 Hz), 7.76 (d, 
2H, J = 8.5 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.4 . 
Hz), 7.20 - 7.30 (m, 2H), 2.68 (t, 2H, J = 7.6 Hz), 
1.61 (qn, 2H, J = 7.3 Hz), 1.30 - 1.37 (m, 4H), 
0.85 - 0.90 (m, 3H) 


A-18 




H 


13.95 <bs, 1H), 13.05 (s, 1H), 8.24 (d, 2H, J = 8.2 
Hz), 7.81 - 7.88 (m, 1H), 7.77 (d, 2H, J = 8.2 
Hz), 7.72 (s, 1H), 7.64 (s, 1H), 7.28 (dt, 1H, J = 
9.1 Hz, 1.5 Hz) 


A-19 




H 


13.97 (bs, 1H), 13.03 (s, 1H), 8.24 (d, 2H, J = 8.5 
Hz), 7.76 (d, 2H, J= 8.5 Hz), 7.72 (s, 1H), 7.40 - 
7.66 (m, 7H), 7.30 - 7.47 (m, 1H) 


A-20 


4-F-Ph^^f^ 


H 

( 


14.0 (bs, 1H), 12.99 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 8.12 (td, 1H, J = 7.8 Hz, 1.8 Hz), 7.77 (d, 
2H, J = 8.4 Hz), 7.72 (s, 1H), 7.68 - 7.63 (m, 
JH), 7.48 (td, 1H, 7.5 Hz, 1.8 Hz), 7.43 - 7.31 
:m,3H) 


A-21 


: ■>?... 

F 




L3.94 (bs, 1H), 13.01 (s, 1H), 8.23 (d, 2H, J = 8.5 
iz), 8.08 (t, 1H, J = 7.6 Hz), 7.96 (s, 1H), 7.77 
d, 2H, J = 8.5 Hz), 7.72 (s, 1H), 7.70 (d, 1H, J = 
$.9 Hz). 7.50 (s, 1H) j 
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*3 



<ih-&m No 




R2 


iH-NMR (DMSO d-6) 


A-22 




H 


13.98 (bs, 1H), 12.95 (s, 1H), 8.25 (d, 2H, J = 8.3 
Hz), 7.94 (td, 1H, J = 7.5 Hz, 2.0 Hz), 7.76 (d, 
2H, J = 8.3 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.5 
Hz), 7.19 - 7.29 (m, 2H), 2.68 (t, 2H, J= 7.7 Hz), 
1.55 - 1.62 (m, 2H), 1.26 - 1.35 (m, 4H), 0.84 (m, 
3H) 


A-23 


F 


H 


13.95 (bs, 1H), 13.00 (s; 1H), 8.24 (d, 2H, J= 8.3 
Hz), 7.75 (d, 2H, J = 8.3 Hz), 7.72 (s, 1H), 7.51 
(s, 1H). 7.36 - 7.41 (m, 1H), 7.10 - 7.16 (m, 1H), 
2.63 (t, 2H, J = 7.8Hz), 1.52 - 1.62 (m, 2H), 1.29 
- 1.31 Cm, 4H), 0.85 - 0.89 (m, 3H) 


A-24 




H 


13.94 (bs, 1H), 12.95 (s, 1H), 8.24 (d, 2H, J = 8.4 
Hz), 7.76 (d, 2H, J = 8.4 Hz), 7.71 (s, 1H), 7.61 - 
7.66 (m, 2H), 4.09 (t, 2H, J = 6.6 Hz), 1.70 - 1.80 
(m, 2H), 141 - 1.53 (m, 2H), 0.96 (d, 6H, J = 7.4 
Hz) 


A-25 


F 


H 


13.91 (bs, 1H), 12.95 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 7.94 (td, 1H, J = 7.5 Hz, 2.0 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.73 (s, 1H), 7.61 (d, 1H, J= 2.5 
Hz). 7.21 - 7.32 (m, 2H), 2.72 (q, 2H, J = 7.7 
Hz), 1.22 (t, 3H, J = 7.7 Hz) 


A-26 




H 


13.94 (bs, 1H), 12.95 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 7.94 (td, 1H, J = 7.7 Hz, 1.9 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J= 2.5 
Hz). 7.20 - 7.31 (m, 2H), 2.67 (t, 2H, J = 7.8 Hz), 
1.53 ■ 1.66 (m, 3H), 1.20 - 1.27 (m, 2H), 0.86 (d, 
6H, J = 6.6 Hz) 


A-27 


F 


H 


13.90 (bs, 1H), 12.96 (s, 1H), 7.95 (td, 1H, J = 
7.2 Hz, 2.1 Hz), 7.76 (d, 2H, J = 8.4 Hz), 7.72 (s, 
1H), 7.61 (d, 1H, J = 2.4 Hz), 7.31 - 7.20 (m, 
2H), 2.67 (t, 2H, J = 7.5 Hz), 1.63 (sext, 2H, J = 
7.5 Hz), 0.94 (t, 3H, J = 7.6 Hz) 


A-28 




H 


13.98 (bs, 1H), 12.94 (s, 1H), 8.24 (d, 2H, J= 8.4 
Hz), 7.94 (td, 1H, J = 7.2 Hz, 2.1 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.1 
Hz), 7.30 - 7.20 (m, 2H), 2.69 (t, 2H, J = 7.5 Hz), 
1.59 (quint, 2H, J = 7.5 Hz), 1.35 (eext, 2H, J = 
7.5 Hz), 0.92 (t, 3H, J = 7.5 Hz) 


A-29 


F 


h : 
i 


13.98 (bs, 1H), 12.98 (s, 1H), 8.24 (d, 2H, J = 8.4 
Hz), 7.90 (t, 1H, J = 8.4 Hz), 7.75 (d, 2H, J = 8.4 
Hz), 7.71 (s, 1H), 7.66 (d, 1H, J = 2.4 Hz), 7.58 
Id, 1H, J = 8.7 Hz), 2.80 (t, 2H, J = 7.5 Hz), 1.60 
[sext, 2H, J= 7.5 Hz), 0.98 (t, 3H. J = 7.5 Hz) 


A-30 


F 


i 


13.01 (s, 1H), 8.83 (s, 1H), 8.65 (dd, 1H, J = 4.5 
3z, 1.8 Hz), 8.56 (d, 2H, J = 8.7 Hz), 8.18 (td, 
LH, J = 7.5 Hz, 2.4 Hz), 8.08 - 8.03 (m, 1H), 7.77 
[d, 2H, J = 8.4 Hz), 7.72 (s, 1H), 7.70 (d, 1H, J = 
2.7 Hz), 7.60 - 7.55 (m, 2H), 7.46 (t, 1H, J = 7.5 
iz) 
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No 


R 1 


R 2 


JH-NMR (DMSO d-6) J 


A-31 


r 


H 


13.98 (bs, 1H), 12.95 (s, H), 8.24 (d, 2H, J= 8.6 
Hz), 7.76 (d, 2H, J = 8.6 Hz), 7.61 - 7.66 (m, 
2H), 7.12 - 7.24 (m, 2H), 4.14 (q, 2H, J = 7.0 
Hz), 1.38 (t, 3H, J = 7.0 Hz) J 


A-32 


1 

F 


H 


13.94 (bs, 1H), 12.94 (s, H), 8.24 (d, 2H, J= 8.6 1 
Hz), 7.93 (dt, 1H, J = 7.5 Hz, 2.0 Hz), 7.71 (s, 
1H), 7.61 (d, 1H, J = 2.7 Hz), 7.19 - 7.30 (m, 
2H), 2.62 - 2.67 (m, 2H), 1.45 - 1.50 (m, 2H), 
0.97 (s, 9H) 


A-33 


F 


H 


13.93 (bs, 1H), 12.95 (s, H), 8.25 (d, 2H, J = 8.6 
Hz), 7.95 (dt, 1H, J = 7.5 Hz, 2.2 Hz), 7.76 (d, 
2H, J = 8.6 Hz), 7.61 (d, 1H, J = 2.7 Hz), 7.17 - 
7.32 (m, 7H), 2.89 - 2.31 (m, 4H) J 


A-34 




H 


13.93 (bs, 1H), 12.95 (s, H), 8.24 (d, 2H, J = 8.4 
Hz), 7.97 (dt, 1H, J = 7.5 Hz, 1.8 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.71 (s, 1H), 7.61 (d, 1H, J = 2.4 
Hz), 7.17 - 7.34 (m, 7H), 4.06 (s, 2H) _J 


A-35 




H 


13.92 (bs, 1H), 12.94 (s, 1H), 8.24 (d, 2H, 8.4 
Hz), 7.96 (1H, dt, J = 7.5 Hz, 1.8 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.71 (s, 1H), 7.61 (d, 1H, J = 2.4 
Hz), 7.29 - 7.35 (m, 1H), 7.23 (t, 1H, J = 7.8 Hz), 
3.62 (t, 2H, J = 7.2 Hz), 3.46 (q, 2H, J = 7.2 Hz), 
2.93 (2H, 6.6 Hz), 1. 10 (t, 3H, J = 6.9 Hz) 


A-36 


Me F 


H 


14.00(bs, 1H), 12.98(s, 1H), 8.25(d, 2H, J = 8.2 
Hz), 7.94(m, 1H), 7.78(d, 2H, J = 8.2 Hz), 
7.74(s, 1H), 7.63(s, 1H), 7.35(m, 1H), 7.28(t, 
1H, J = 7.6 Hz), 3.30(sept, 1H, J = 7.0 Hz), 
1.27(d, 6H, J = 7.0 Hz) _J 


A-37 




H 


14.00(bs, 1H), 12.97(s, 1H), 8.24(d, 2H, J = 8.2 
Hz), 7.94(m, 1H), 7.76(d, 2H, J = 8.2 Hz), 
7.70(s, 1H), 7.62(d, 1H, J = 2.7 Hz), 7.32(m, 
1H), 7.26(t, 1H, J = 7.6 Hz), 2.92(m, 1H), 1.20- 
1.90(m, 10H) 


A-38 




H ' 


14.00(bs, 1H), 12.98(s, 1H), 8.25(d, 2H, J = 8.2 
Hz), 7.94(m, 1H), 7.77(d, 2H, J = 8.2 Hz), 
7.73(s, 1H), 7.62(d, 1H, J = 2.7 Hz), 7.34(m, 
1H), 7.26(t, 1H, J = 7.6 Hz), 3.30(m, 1H), 1.50- 
2.10(m, 8H) 


A-39 


OH F 


] 

h ; 

L 

«. 


L3.94(bs, 1H), 12.98(s, 1H), 8.25(d, 2H, J = 8.5 
dz), 7.99(m, 1H), 7.77(d, 2H, J = 8.5 Hz), 
r.73(s, 1H), 7.71(d, 1H, J = 3.7 Hz), 7.46(m, 
LH), 7.30(t, 1H, J = 7.6 Hz), 5.30(bs, 1H), 
l.68(d, 1H, J = 6.4 Hz), 1.90(m, 1H), 0.90(d, 3H, 
r = 6.7 Hz), 0.84(d, 3H, J = 6.7 Hz) 1 
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3§5 



tt&m no 




R2 


iH-NMR (DMSO d-6) 


A-40 


Me Meij^i 
O F 


H 


13.98(bs, 1H), 12.97(s, 1H), 8.25(d, 2H, J= 8.2 
Hz), 7.99(m, 1H), 7.77(d, 2H, J = 8.2 Hz), 
7.73(s, 1H), 7.59(s, 1H), 7.45(m, 1H), 7.30(t, 
1H, J = 7.5 Hz), 5.34(bs, 1H), 4.71(s, 1H), 
0.90(s, 9H) 


A-41 


Me fi^i 


H 


13.99(bs, 1H), 12.97(6, 1H), 8.25(d, 2H, J = 8.3 
Hz), 7.96(m r 1H), 7.77(d, 2H, J = 8.3 Hz), 
7.73(s, 1H), 7.62(8, 1H), 7.20-7.30(m, 2H), 
2.57(d, 2H, J = 7.6 Hz), 1.92(m, 1H), 0.90(d, 6H, 
J = 6.4 Hz) 


A-42 


F 


T_T 

H 


13.97(bs, 1H), 12.97(bs, 1H), 8.25(d, 2H, J = 
8.1Hz), 7.97(dt, 1H, J = 1.8, 7.5Hz), 7.76(d, 1H, 
J = 8.4Hz), 7.72(s, 1H), 7.62(d, 1H, J = 2.4Hz), 
7.32(dt, 1H, J = 1.8, 7.5Hz), 7.24(t, 1H, J = 
7.6Hz), 3.59(t, 2H, J = 6.9Hz), 3.27(s, 3H), 
2.93(t, 2H, J = 6.9Hz) 


A-43 




H 


13.93(bs, 1H), 12.96(s, 1H), 8.25(d, 2H, J = 
8.4Hz), 7.97(1H, dt, J= 1.8, 7.8Hz), 7.77(d, 2H, 
J= 8.4Hz), 7.72(3, 1H), 7.62(d, 1H, J = 2.4Hz), 
7.34(dt, 1H, J = 1.8, 7.2Hz), 7.24(t, 1H, J = 
7.8Hz), 3.66(t, 2H, J = 6.9Hz), 3.52-3.56(m, 
2H), 3.41-3.44(m, 2H), 3.23(s, 3H), 2.93(t, 2H, J 
= 6.9Hz) 


A A A 

A- 44 




TT 


13.94 (be. 1H), 12.96 (s, 1H), 8.26 (d, 2H, J = 8.4 
Hz), 7.92 - 7.97 (m, 1H), 7.76 (d, 2H, J = 8.4 
Hz), 7.72 (s, 1H), 7.76 (d, 1H, J = 2.5 Hz), 7.20 - 
7.30 (s, 1H), 4.04 (q, 2H, J = 7.2 Hz), 2.66 - 2.73 
(m, 2H), 2.32 - 2.36 (m, 2H), 1.59 - 1.61 (m, 4H), 
1.17 (t, 3H, J =7.8 Hz) 


A-45 




H 


lrf.95 (ds. lrl), 12.95 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 7.91 - 7.97 (m, 1H), 7.76 (d, 2H, J = 8.4 
Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.5 Hz), 7.19 - 
7.30 (s, 1H), 4.03 (q, 2H, J = 7.0 Hz), 2.68 (t, 
2H, J = 7.7 Hz), 2.29 (t, 2H, J = 7.4 Hz), 1.53 - 
1.66 (m, 4H), 1.31 - 1 39 Om 2H) 1 16 (t 3H J 
= 7.0Hz) 


A-46 


F 3 CO^Q^ 
F 


H 


13.98 (b8. 1H), 13.03 (s, 1H), 8.25 (d, 2H, J = 8.5 
Hz), 8.09 -8.15 (m, 1H), 775 - 7.78 (m, 3H), 7.72 
(s, 1H), 7.56 - 7.61 (m, 1H), 7.42 -7.48 (m, 1H) 


A-47 




H 


13.98 (bs. 1H), 12.96 (s, 1H), 8.24 (d, 2H, J = 8.4 
Hz), 7.95 (dt, 1H, J = 5.0 Hz, 20 Hz), 7.76 (d, 
2H, J= 8.4 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.5 
Hz), 7.20 - 7.30 (m, 2H), 2.70 (t, 2H, J = 7.0 Hz), 
2.27 (t, 2H, J = 7.0 Hz), 1.56 - 1.63 (m. 4H) 
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S6. 



no. 


Ri 


R2 


iH-NMR (DMSO d-6) 


A-48 




H 


13.98 (bs. 1H), 12.97 (bs, 1H), 12.02 (bs, 1H), 
8.25 (d, 2H, J = 8.4 Hz), 7.91 - 7.97 (m, 1H), 
7.76 (d, 2H, J = 8.4 Hz), 7.72 (s, 1H), 7.62 (d, 
1H, J = 2.5 Hz), 7.20 - 7.30 (m, 2H), 2.68 (t, 2H, 
J = 7.0 Hz), 2.22 (t, 2H, J = 7.0 Hz), 1.50 - 1.60 
(m, 4H), 1.31 - 1.39 (m, 2H) 


A-49 




H 


13.97 (bs. 1H), 12.95 (s, 1H), 8.25 (d, 2H, J = 8.6 
Hz), 7.91 - 7.97 (m, 1H), 7.76 (d, 2H, J = 8.6 
Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.5 Hz), 7.20 - 
7.30 (m, 2H), 3.50 - 3.56 (m, 2H), 3.40 - 3.43 (m, 
2H), 2.68 (t, 2H, J = 7.5 Hz), 2.30 (t, 2H, J = 7.5 
Hz), 1.49 - 1.64 (m, 4H), 1.30 - 1.39 (m, 2H) 


A-50 | 


Me ij^ij 
Me"° F 


H 


I3.97(bs, 1H), 12.99(8, 1H), 8.25(d, 2H, J = 8.5 
Hz), 8.04(m, 1H), 7.77(d, 2H, J = 8.5 Hz), 
7.73(8, 1H), 7.63(d, 1H, J = 2.4 Hz), 7.30- 
7.40(m, 2H), 4.29(d, 1H, J = 7.0 Hz), 3.17(s, 
3H), 1.95(m, 1H), 0.96(d, 3H, J = 6.9 Hz), 
0.80(d, 3H, J = 6.9 Hz) 


A-51 




H 


13.99(bs, 1H), 12.99(8, 1H), 8.28(d, 2H, J = 7.6 
Hz), 8.04(m, 1H), 7.78(d, 2H, J = 8.5 Hz), 
7:73(s, 1H), 7.63(d, 1H, J = 2.4 Hz), 7.28- 
7.40(m, 2H), 4.32(d, 1H, J = 7.0 Hz), 3.15(s, 
3H), 0.98-1.96(m, 11H) 
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±BB©>&i£kfil*©£J&6*fT5 c tlzX !k -fl£5£ (XIV) ;fe«ktf (XV) c*5^ 



s p<^;i/ N :t?-,>w n-^-ntr;i/ > ^^D7nt:;K -rv7DK/i/ % n-^^K 

-fV7*f;K sec-:7*^;K n -^.>^;K ^^D^.>^;i/ > n — ^.3f-:>;K ^>7D 

;?:n-;K 4-7;v*D7i=;k 4-hij7Mn^f;i/7i-;K 
10 4-y^W?77i-;K 4-bHD^ri/7x-;K 3, 4-^7WD7i-JK 

4-tr>;^;K 2 3 -<f-s.=.)v^ tr^ ^— 2 --f ;k tr^vf— 

;i/-3-^;K tn^>-2— t;k £ U 5 s>>- 4 --r ;k try 5. 5 
3 -*;i/7^^^7Dtf;v, 4 -*;V3j?^r^>^^;v s 4 -s^ $ y -ti)vm—)vzr^- 

(R% R b , R") = (B-l, H, H, H), (B-2, H, H, CI), (B-3, H, H, F), (B-4, H, H, CF 3 ), (B-5, H, H, Br), 
(B-6, H, H, Me), (B-7, H, F, H), (B-8, H, F, CI), (B-9, H, F, F), (B-10, H, F, CF 3 ), (B-ll, H, F, 
Br), (B-12, H, F, Me), (B-13, H, CI, H), (B-l 4, H, CI, CI), (B-15, H, CI, F), (B-16, H, CI, CF 3 ), 
(B-17, H, CI, Br), (B-l 8, H, CI, Me), (B-l 9, H, Me, H), (B-20, H, Me, CI), (B-21, H, Me, F), 



O 



O 




(XIV) 



(XV) 
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(B-22, H, Me, CF 3 ), (B-23, H, Me, Br), (B-24, H, Me, Me), (B-25, H, Et, H), (B-26, H, Et, CI), 
(B-27, H, Et, F), (B-28, H, Et, CF 3 ), (B-29, H, Et, Br), (B-30, H, Et, Me), (B-31, H, n-Pr, H), 
(B-32, H, n-Pr, CI), (B-33, H, n-Pr, F), (B-34, H, n-Pr, CF 3 ), (B-35, H, n-Pr, Br), (B-36, H, n-Pr, 
Me), (B-37, H, c-Pr, H), (B-38, H, c-Pr, CI), (B-39, H, c-Pr, F), (B-40, H, c-Pr, CF 3 ), (B-41, H, 
c-Pr, Br), (B-42, H, c-Pr, Me), (B-43, H, i-Pr, H), (B-44, H, i-Pr, CI), (B-45, H, i-Pr, F), (B-46, 
H, i-Pr, CF 3 ), (B-47, H, i-Pr, Br), (B-48, H, i-Pr, Me), (B-49, H, n-Bu, H), (B-50, H, n-Bu, CI), 
(B-51, H, n-Bu, F), (B-52, H, n-Bu, CF 3 ), (B-53, H, n-Bu, Br), (B-54, H, n-Bu, Me), (B-55, H, 
i-Bu, H), (B-56, H, i-Bu, CI), (B-57, H, i-Bu, F), (B-58, H, i-Bu, CF 3 ), (B-59, H, i-Bu, Br), (B- 
60, H, i-Bu, Me), (B-61, H, sec-Bu, H), (B-62, H, sec-Bu, CI), (B-63, H, sec-Bu, F), (B-64, H, 
sec-Bu, CF 3 ), (B-65, H, sec-Bu, Br), (B-66, H, sec-Bu, Me), (B-67, H, n-Pen, H), (B-68, H, n- 
Pen, CI), (B-69, H, n-Pen, F), (B-70, H, n-Pen, CF 3 ), (B-71, H, n-Pen, Br), (B-72, H, n-Pen, 
Me), (B-73, H, c-Pen, H), (B-74, H, c-Pen, CI), (B-75, H, c-Pen, F), (B-76, H, c-Pen, CF 3 ), (B- 
77, H, c-Pen, Br), (B-78, H, c-Pen, Me), (B-79, H, n-Hex, H), (B-80, H, n-Hex, CI), (B-81, H, 
n-Hex, F), (B-82, H, n-Hex, CF 3 ), (B-83, H, n-Hex, Br), (B-84, H, n-Hex, Me), (B-85, H, c-Hex, 
H), (B-86, H, c-Hex, CI), (B-87, H, c-Hex, F), (B-88, H, c-Hex, CF 3 ), (B-89, H, c-Hex, Br), 
(B-90, H, c-Hex, Me), (B-91, H, OH, H), (B-92, H, OH, CI), (B-93, H, OH, F), (B-94, H, OH, 
CF 3 ), (B-95, H, OH, Br), (B-96, H, OH, Me), (B-97, H, MeO, H), (B-98, H, MeO, CI), (B-99, H, 
MeO, F), (B-100, H, MeO, CF 3 ), (B-101, H, MeO, Br), (B-102, H, MeO, Me), (B-103, H, EtO, 
H), (B-104, H, EtO, CI), (B-105, H, EtO, F), (B-106, H, EtO, CF 3 ), (B-107, H, EtO, Br), (B-108, 
H, EtO, Me), (B-109, H, n-PrO, H), (B-110, H, n-PrO, CI), (B-lll, H, n-PrO, F), (B-112, H, n- 
PrO, CF 3 ), (B-113, H, n-PrO, Br), (B-114, H, n-PrO, Me), (B-115, H, PhO, H), (B-116, H, PhO, 
CI), (B-117, H, PhO, F), (B-118, H, PhO, CF 3 ), (B-119, H, PhO, Br), (B-120, H, PhO, Me), (B- 
121, H, BnO, H), (B-122, H, BnO, CI), (B-123, H, BnO, F), (B-124, H, BnO, CF 3 ), (B-125, H, 
BnO, Br), (B-126, H, BnO, Me), (B-127, H, PhCH 2 CH 2 0, H), (B-128, H, PhCH 2 CH 2 0, CI), (B- 
129, H, PhCH 2 CH 2 0, F), (B-130, H, PhCH 2 CH a O, CF 3 ), (B-131, H, PhCH 2 CH 2 0, Br), (B-132, 
H, PhCH 2 CH 2 0, Me), (B-133, H, CF 3 , H), (B-134, H, CF 3 , CI), (B-135, H, CF 3 , F), (B-136, H, 
CF 3 , CF 3 ), (B-137, H, CF 3 , Br), (B-138, H, CF 3 , Me), (B-139, H, CF 3 0, H), (B-140, H, CF 3 0, 
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CI), (B-141, H, CF 3 0, F), (B-142, H, CF 3 0, CF 3 ), (B-143, H, CF 3 0, Br), (B-144, H, CF 3 0, Me), 
(B-145, H, Ph, H), (B-146, H, Ph, CI), (B-147, H, Ph, F), (B-148, H, Ph, CF 3 ), (B-149, H, Ph, 
Br), (B-150, H, Ph, Me), (B-151, H, 4-F-Ph, H), (B-152, H, 4-F-Ph, CI), (B-153, H, 4-F-Ph, F), 
(B-154, H, 4-F-Ph, CF 3 ), (B-155, H, 4-F-Ph, Br), (B-156, H, 4-F-Ph, Me), (B-157, H, 4-CF 3 -Ph, 
H), (B-158, H, 4-CF 3 -Ph, CI), (B-159, H, 4-CF 3 -Ph, F), (B-160, H, 4-CF 3 -Ph, CF 3 ), (B-161, H, 
4-CF 3 -Ph, Br), (B-162, H, 4-CF 3 -Ph, Me), (B-163, H, 4-(Me) 2 N-Ph, H), (B-164, H, 4-(Me) 2 N- 
Ph, CI), (B-165, H, 4-(Me) 2 N-Ph, F), (B-166, H, 4-(Me) 2 N-Ph, CF 3 ), (B-167, H, 4-(Me) 2 N-Ph, 
Br), (B-168, H, ^Me^N-Th, Me), (B-169, H, 4-OH-Ph, H), (B-170, H, 4-OH-Ph, CI), (B-171, 
H, 4-OH-Ph, F), (B-172, H, 4-OH-Ph, CF 3 ), (B-173, H, 4-OH-Ph, Br), (B-174, H, 4-OH-Ph, 
Me), (B-175, H, 3,4-di-F-Ph, H), (B-176, H, 3,4-di-F-Ph, CI), (B-177, H, 3,4-di-F-Ph, F), (B- 
178, H, 3,4-di-F-Ph, CF 3 ), (B-179, H, 3,4-di-F-Ph, Br), (B-180, H, 3,4-di-F-Ph, Me), (B-181, H, 
4-COOH-Ph, H), (B-182, H, 4-COOH-Ph, CI), (B-183, H, 4-COOH-Ph, F), (B-184, H, 4- 
COOH-Ph, CF 3 ), (B-185, H, 4-COOH-Ph, Br), (B-186, H, 4-COOH-Ph, Me), (B-187, H, Bn, H), 
(B-188, H, Bn, CI), (B-189, H, Bn, F), (B-190, H, Bn, CF 3 ), (B-191, H, Bn, Br), (B-192, H, Bn, 
Me), (B-193, H, 4-F-Bn, H), (B-194, H, 4-F-Bn, CI), (B-195, H, 4-F-Bn, F), (B-196, H, 4-F-Bn, 
CF 3 ), (B-197, H, 4-F-Bn, Br), (B-198, H, 4-F-Bn, Me), (B-199, H, 2-Py, H), (B-200, H, 2-Py, 
CI), (B-201, H, 2-Py, F), (B-202, H, 2-Py, CF 3 ), (B-203, H, 2-Py, Br), (B-204, H, 2-Py, Me), 
(B-205, H, 3-Py, H), (B-206, H, 3-Py, CI), (B-207, H, 3-Py, F), (B-208, H, 3-Py, CF 3 ), (B-209, 
H, 3-Py, Br), (B-210, H, 3-Py, Me), (B-211, H, 4-Py, H), (B-212, H, 4-Py, CI), (B-213, H, 4-Py, 
F), (B-214, H, 4-Py, CF 3 ), (B-215, H, 4-Py, Br), (B-216, H, 4-Py, Me), (B-217, H, 2-Th, H), 
(B-218, H, 2-Th, CI), (B-219, H, 2-Th, F), (B-220, H, 2-Th, CF 3 ), (B-221, H, 2-Th, Br), (B-222, 
H, 2-Th, Me), (B-223, H, 3-Th, H), (B-224, H, 3-Th, CI), (B-225, H, 3-Th, F), (B-226, H, 3-Th, 
CF 3 ), (B-227, H, 3-Th, Br), (B-228, H, 3-Th, Me), (B-229, H, Pyrazol-2-yl, H), (B-230, H, 
Pyrazol-2-yl, CI), (B-231, H, Pyrazol-2-yl, F), (B-232, H, Pyrazol-2-yl, CF 3 ), (B-233, H, 
Pyrazol-2-yl, Br), (B-234, H, Pyrazol-2-yl, Me), (B-235, H, Pyrazol-3-yl, H), (B-236, H, 
Pyrazol-3-yl, CI), (B-237, H, Pyrazol-3-yl, F), (B-238, H, Pyrazol-3-yl, CF 3 ), (B-239, H, 
Pyrazol-3-yl, Br), (B-240, H, Pyrazol-3-yl, Me), (B-241, H, pyrimidin-2-yl, H), (B-242, H, 
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pyrimidin-2-yl, CI), (B-243, H, pyrimidin-2-yl, F), (B-244, H, pyrimidin-2-yl, CF 3 ), (B-245, H, 
pyrimidin-2-yl, Br), (B-246, H, pyrimidin-2-yl, Me), (B-247, H, pyrimidin-4-yl, H), (B-248, H, 
pyrimidin-4-yl, CI), (B-249, H, pyrimidin-4-yl, F), (B-250, H, pyrimidxn-4-yl, CF 3 ), (B-251, H, 
pyrimidin-4-yl, Br), (B-252, H, pyrimidin-4-yl, Me), (B-253, H, pyrimidin-5-yl, H), (B-254, H, 
pyrimidin-5-yl, CI), (B-255, H, pyrimidin-5-yl, F), (B-256, H, pyrimidin-5-yl, CF 3 ), (B-257, H, 
pyrimidin-5-yl, Br), (B-258, H, pyrimidin-5-yl, Me), (B-259, H, HOOCCH 2 CH 2 CH 2 , H), (B- 
260, H, HOOCCH 2 CH 2 CH 2 , CI), (B-261, H, HOOCCH 2 CH 2 CH 2 , F), (B-262, H, 
HOOCCH 2 CH 2 CH 2 , CF 3 ), (B-263, H, HOOCCH 2 CH 2 CH 2 , Br), (B-264, H, HOOCCH 2 CH 2 CH 2 , 
Me), (B-265, H, HOOCCH 2 CH 2 CH 2 CH 2 , H), (B-266, H, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (B-267, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (B-268, H, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-269, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (B-270, H, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (B-271, H, 
(Me) 2 NCOCH 2 ClI 2 Ca 2 CH 2l H), (B-272, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (B-273, H, 
(Me)2NCOCH 2 CH 2 CH 2 CH 2 , F), (B-274, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-275, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (B-276, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (B-277, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-278, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-279, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-280, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-281, 
H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (B-282, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B- 
283, H, MeOCH 2 , H), (B-284, H, MeOCH 2 , CI), (B-285, H, MeOCH 2 , F), (B-286, H, MeOCH 2 , 
CF 3 ), (B-287, H, MeOCH 2 , Br), (B-288, H, MeOCH* Me), (B-289, H, EtOCH* H), (B-290, H, 
EtOCH 2 , CI), (B-291, H, EtOCH 2 , F), (B-292, H, EtOCH 2 , CF 3 ), (B-293, H, EtOCH 2 , Br), (B- 
294, H, EtOCH 2 , Me), (B-295, H, EtOCH 2 CH 2 , H), (B-296, H, EtOCH 2 CH 2 , CI), (B-297, H, 
EtOCH 2 CH 2 , F), (B-298, H, EtOCH 2 CH 2 , CF 3 ), (B-299, H, EtOCH 2 CH 2 , Br), (B-300, H, 
EtOCH 2 CH 2 , Me), (B-301, H, MeOCH 2 CH 2 OCH 2 CH 2 , H), (B-302, H, MeOCH 2 CH 2 OCH 2 CH 2 , 
CI), (B-303, H, MeOCH 2 CH 2 OCH 2 CH 2 , F), (B-304, H, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (B-305, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (B-306, H, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (B-307, H, MeOCH 2 CH 2 , 
H), (B-308, H, MeOCrljCH* CI), (B-309, H, MeOCH 2 CH 2) F), (B-310, H, MeOCH 2 CH 2 , CF 3 ), 
(B-311, H, MeOCH 2 CH 2 , Br), (B-312, H, MeOCH 2 CH 2 , Me), (B-313, H, HOCH 2 , H), (B-314, H, 
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HOCH 2 , CI), (B-315, H, HOCH 2j F), (B-316, H, HOCH 2 , CF 3 ), (B-317, H, HOCH 2 , Br), (B-318, 
H, HOCH 2 , Me), (B-319, H, HOCH 2 CH 2) H), (B-320, H, HOCH 2 CH 2 , CI), (B-321, H, 
HOCH 2 CH 2 , F), (B-322, H, HOCH 2 CH 2 , CF 3 ), (B-323, H, HOCH 2 CH 2 , Br), (B-324, H, 
HOCH 2 CH 2 , Me), (B-325, H, HOCH 2 CH 2 CH 2 , H), (B-326, H, HOCH 2 CH 2 CH 2 , CI), (B-327, H, 
5 HOCH 2 CH 2 CH 2 , F), (B-328, H, HOCH 2 CH 2 CH 2 , CF 3 ), (B-329, H, HOCH 2 CH 2 CH 2 , Br), (B-330, 
H, HOCH 2 CH 2 CH 2 , Me), (B-331, H, HOCH 2 CH 2 CH 2 CH 2 , H), (B-332, H, HOCH 2 CH 2 CH 2 CH 2 , 
CI), (B-333, H, HOCH 2 CH 2 CH 2 CH 2 , F), (B-334, H, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-335, H, 
HOCH 2 CH 2 CH 2 CH 2) Br), (B-336, H, HOCH 2 CH 2 CH 2 CH 2 , Me), (B-337, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-338, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-339, H, 

10 HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-340, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-341, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (B-342, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-343, H, 
HOCH 2 CH 2 OCH 2 CH 2 , H), (B-344, H, HOCH 2 CH 2 OCH 2 CH 2 , CI), (B-345, H, 
HOCH 2 CH 2 OCH 2 CH 2 , F), (B-346, H, HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (B-347, H, 
HOCH 2 CH 2 OCH 2 CH 2 , Br), (B-348, H, HOCH 2 CH 2 OCH 2 CH 2 , Me), (B-349, H, (Me) 2 N, H), (B- 

15 350, H, (Me) 2 N, CI), (B-351, H, (Me) 2 N, F), (B-352, H, (Me) 2 N, CF 3 ), (B-353, H, (Me) 2 N, Br), 
(B-354, H, (Me) 2 N, Me), (B-355, H, piperidin-4-yl-methyl, H), (B-356, H, piperidin-4-yl- 
methyl, CI), (B-357, H, piperidin-4-yl-methyI, F), (B-358, H, piperidin-4-yl-methyl, CF 3 ), (B- 
359, H, piperidin-4-yl-methyl, Br), (B-360, H, piperidin-4-yl-methyl, Me), (B-361, H, 
cyclohexylmethyl, H), (B-362, H, cyclohexylmethyl, CI), (B-363, H, cyclohexylmethyl, F), (B- 

20 364, H, cyclohexylmethyl, CF 3 ), (B-365, H, cyclohexylmethyl, Br), (B-366, H, 

cyclohexylmethyl, Me), (B-367, F, H, H), (B-368, F, H, CI), (B-369, F, H, F), (B-370, F> H, 
CF 3 ), (B-371, F, H, Br), (B-372, F, H, Me), (B-373, F, F, H), (B-374, F, F, CI), (B-375, F, F, F), 
(B-376, F, F, CF 3 ), (B-377, F, F, Br), (B-378, F, F, Me), (B-379, F, CI, H), (B-380, F, CI, CI), 
(B-381, F, CI, F), (B-382, F, CI, CF 3 ), (B-383, F, CI, Br), (B-384, F, CI, Me), (B-385, F, Me, H), 

25 (B-386, F, Me, CI), (B-387, F, Me, F), (B-388, F, Me, CF 3 ), (B-389, F, Me, Br), (B-390, F, Me, 
Me), (B-391, F, Et, H), (B-392, F, Et, CI), (B-393, F, Et, F), (B-394, F, Et, CF 3 ), (B-395, F, Et, 
Br), (B-396, F, Et, Me), (B-397, F, n-Pr, H), (B-398, F, n-Pr, CI), (B-399, F, n-Pr, F), (B-400, F, 
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n-Pr, CF 3 ), (B-401, F, n-Pr, Br), (B-402, F, n-Pr, Me), (B-403, F, c-Pr, H), (B-404, F, c-Pr, CI), 
(B-405, F, c-Pr, F), (B-406, F, c-Pr, CF 3 ), (B-407, F, c-Pr, Br), (B-408, F, c-Pr, Me), (B-409, F, 
i-Pr, H), (B-410, F, i-Pr, CI), (B-411, F, i-Pr, F), (B-412, F, i-Pr, CF 3 ), (B-413, F, i-Pr, Br), (B- 
414, F, i-Pr, Me), (B-415, F, n-Bu, H), (B-416, F, n-Bu, CI), (B-417, F, n-Bu, F), (B-418, F, n- 
Bu, CF 3 ), (B-419, F, n-Bu, Br), (B-420, F, n-Bu, Me), (B-421, F, i-Bu, H), (B-422, F, i-Bu, CI), 
(B-423, F, i-Bu, F), (B-424, F, i-Bu, CF 3 ), (B-425, F, i-Bu, Br), (B-426, F, i-Bu, Me), (B-427, F, 
sec-Bu, H), (B-428, F, sec-Bu, CI), (B-429, F, sec-Bu, F), (B-430, F, sec-Bu, CF 3 ), (B-431, F, 
sec-Bu, Br), (B-432, F, sec-Bu, Me), (B-433, F, n-Pen, H), (B-434, F, n-Pen, CI), (B-435, F, n- 
Pen, F), (B-436, F, n-Pen, CF 3 ), (B-437, F, n-Pen, Br), (B-438, F, n-Pen, Me), (B-439, F, c-Pen, 
H), (B-440, F, c-Pen, CI), (B-441, F, c-Pen, F), (B-442, F, c-Pen, CF 3 ), (B-443, F, c-Pen, Br), 
(B-444, F, c-Pen, Me), (B-445, F, n-Hex, H), (B-446, F, n-Hex, CI), (B-447, F, n-Hex, F), (B- 
448, F, n-Hex, CF 3 ), (B-449, F, n-Hex, Br), (B-450, F, n-Hex, Me), (B-451, F, c-Hex, H), (B- 
452, F, c-Hex, CI), (B-453, F, c-Hex, F), (B-454, F, c-Hex, CF 3 ), (B-455, F, c-Hex, Br), (B-456, 
F, c-Hex, Me), (B-457, F, OH, H), (B-458, F, OH, CI), (B-459, F, OH, F), (B-460, F, OH, CF 3 ), 
(B-461, F, OH, Br), (B-462, F, OH, Me), (B-463, F, MeO, H), (B-464, F, MeO, CI), (B-465, F, 
MeO, F), (B-466, F, MeO, CF 3 ), (B-467, F, MeO, Br), (B-468, F, MeO, Me), (B-469, F, EtO, H), 
(B-470, F, EtO, CI), (B-471, F, EtO, F), (B-472, F, EtO, CF 3 ), (B-473, F, EtO, Br), (B-474, F, 
EtO, Me), (B-475, F, n-PrO, H), (B-476, F, n-PrO, CI), (B-477, F, n-PrO, F), (B-478, F, n-PrO, 
CF 3 ), (B-479, F, n-PrO, Br), (B-480, F, n-PrO, Me), (B-481, F, PhO, H), (B-482, F, PhO, CI), 
(B-483, F, PhO, F), (B-484, F, PhO, CF 3 ), (B-485, F, PhO, Br), (B-486, F, PhO, Me), (B-487, F, 
BnO, H), (B-488, F, BnO, CI), (B-489, F, BnO, F), (B-490, F, BnO, CF 3 ), (B-491, F, BnO, Br), 
(B-492, F, BnO, Me), (B-493, F, PhCH 2 CH 2 0, H), (B-494, F, PhCH 2 CH 2 0, CI), (B-495, F, 
PhCH 2 CH 2 O s F), (B-496, F, PhCH 2 CH 2 0, CF 3 ), (B-497, F, PhCH 2 CH 2 0, Br), (B-498, F, 
PhCH 2 CH,0, Me), (B-499, F, CF 3 , H), (B-500, F, CF 3 , CI), (B-501, F, CF 3 , F), (B-502, F, CF 3 , 
CF 3 ), (B-503, F, CF 3 , Br), (B-504, F, CF 3 , Me), (B-505, F, CF 3 0, H), (B-506, F, CF 3 0, CI), (B- 
507, F, CF 3 0, F), (B-508, F, CF 3 0, CF 3 ), (B-509, F, CF 3 0, Br), (B-510, F, CF 3 0, Me), (B-511, 
F, Ph, H), (B-512, F, Ph, CI), (B-513, F, Ph, F), (B-514, F, Ph, CF 3 ), (B-515, F, Ph, Br), (B-516, 
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F, Ph, Me), (B-517, F, 4-F-Ph, H), (B-518, F, 4-F-Ph, CI), (B-519, F, 4-F-Ph, F), (B-520, F, 4- 
F-Ph, CF 3 ), (B-521, F, 4-F-Ph, Br), (B-522, F, 4-F-Ph, Me), (B-523, F, 4-CF 3 -Ph, H), (B-524, F, 
4-CF 3 -Ph, CI), (B-525, F, 4-CF 3 -Ph, F), (B-526, F, 4-CF 3 -Ph, CF 3 ), (B-527, F, 4-CF 3 -Ph, Br), 
(B-528, F, 4-CF 3 -Ph, Me), (B-529, F, 4-(Me) 2 N-Ph, H), (B-530, F, 4-(Me) 2 N-Ph, CI), (B-531, F, 
5 4-(Me) 2 N-Ph, F), (B-532, F, 4-(Me)2N-Ph, CF 3 ), (B-533, F, 4-(Me) 2 N-Ph, Br), (B-534, F, 4- 
(Me) 2 N-Ph, Me), (B-535, F, 4-OH-Ph, H), (B-536, F, 4-OH-Ph, CI), (B-537, F, 4-OH-Ph, F), 
(B-538, F, 4-OH-Ph, CF 3 ), (B-539, F, 4-OH-Ph, Br), (B-540, F, 4-OH-Ph, Me), (B-541, F, 3,4- 
di-F-Ph, H), (B-542, F, 3,4-di-F-Ph, CI), (B-543, F, 3,4-di-F-Ph, F), (B-544, F, 3,4-di-F-Ph, 
CF 3 ), (B-545, F, 3,4-di-F-Ph, Br), (B-546, F, 3,4-di-F-Ph, Me), (B-547, F, 4-COOH-Ph, H), (B- 

10 548, F, 4-COOH-Ph, CI), (B-549, F, 4-COOH-Ph, F), (B-550, F, 4-COOH-Ph, CF 3 ), (B-551, F, 
4-COOH-Ph, Br), (B-552, F, 4-COOH-Ph, Me), (B-553, F, Bn, H), (B-554, F, Bn, CI), (B-555, 
F, Bn, F), (B-556, F, Bn, CF 3 ), (B-557, F, Bn, Br), (B-5S8, F, Bn, Me), (B-559, F, 4-F-Bn, H), 
(B-560, F, 4-F-Bn, CI), (B-561, F, 4-F-Bn, F), (B-562, F, 4-F-Bn, CF 3 ), (B-563, F, 4-F-Bn, Br), 
(B-564, F, 4-F-Bn, Me), (B-565, F, 2-Py, H), (B-566, F, 2-Py, CI), (B-567, F, 2-Py, F), (B-568, 

15 F, 2-Py, CF 3 ), (B-569, F, 2-Py, Br), (B-570, F, 2-Py, Me), (B-571, F, 3-Py, H), (B-572, F, 3-Py, 
CI), (B-573, F, 3-Py, F), (B-574, F, 3-Py, CF 3 ), (B-575, F, 3-Py, Br), (B-576, F, 3-Py, Me), (B- 
577, F, 4-Py, H), (B-578, F, 4-Py, CI), (B-579, F, 4-Py, F), (B-580, F, 4-Py, CF 3 ), (B-581, F, 4- 
Py, Br), (B-582, F, 4-Py, Me), (B-583, F, 2-Th, H), (B-584, F, 2-Th, CI), (B-585, F, 2-Th, F), 
(B-586, F, 2-Th, CF 3 ), (B-587, F, 2-Th, Br), (B-588, F, 2-Th, Me), (B-589, F, 3-Th, H), (B-590, 

20 F, 3-Th, CI), (B-591, F, 3-Th, F), (B-592, F, 3-Th, CF 3 ), (B-593, F, 3-Th, Br), (B-594, F, 3-Th, 
Me), (B-595, F, Pyrazol-2-yl, H), (B-596, F, Pyrazol-2-yl, CI), (B-597, F, PyrazoI-2-yl, F), (B- 
598, F, Pyrazol-2-yl, CF 3 ), (B-599, F, Pyrazol-2-yl, Br), (B-600, F, Pyrazol-2-yl, Me), (B-601, 
F, Pyrazol-3-yl, H), (B-602, F, Pyrazol-3-yl, CI), (B-603, F, Pyrazol-3-yl, F), (B-604, F, 
Pyrazol-3-yl, CF 3 ), (B-605, F, Pyrazol-3-yl, Br), (B-606, F, Pyrazol-3-yl, Me), (B-607, F, 

25 pyrimidin-2-yl, H), (B-608, F, pyrimidin-2-yl, CI), (B-609, F, pyrimidin-2-yl, F), (B-610, F, 

pyrimidin-2-yl, CF 3 ), (B-611, F, pyrimidin-2-yl, Br), (B-612, F, pyrimidin-2-yl, Me), (B-613, F, 
pyrimidin-4-yl, H), (B-614, F, pyrimidin-4-yl, CI), (B-615, F, pyrimidin-4-yl, F), (B-616, F, 
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pyrimidin-4-yl, CF 3 ), (B-617, F, pyrimidin-4-yl, Br), (B-618, F, pyrimidin-4-yl, Me), (B-619, F, 
pyrimidin-5-yl, H), (B-620, F, pyrimidin-5-yl, CI), (B-621, F, pyrimidin-5-yl, F), (B-622, F, 
pyrimidin-5-yl, CF 3 ), (B-623, F, pyrimidin-5-yl, Br), (B-624, F, pyrimidin-5-yl, Me), (B-625, F, 
HOOCCH 2 CH 2 CH 2 , H), (B-626, F, HOOCCH 2 CH 2 CH 2 , CI), (B-627, F, HOOCCH 2 CH 2 CH 2 , F), 
5 (B-628, F, HOOCCH 2 CH 2 CH2, CF 3 ), (B-629, F, HOOCCH 2 CH 2 CH 2 , Br), (B-630, F, 
HOOCCH 2 CH 2 CH 2 , Me), (B-631, F, HOOCCH 2 CH 2 CH 2 CH 2 , H), (B-632, F, 
HO0CCH 2 CH 2 CH 2 CH 2 , CI), (B-633, F, HOOCCH 2 CH 2 CH 2 CH 2 , F), (B-634, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-635, F, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (B-636, F, 
HOOCCH 2 CH 2 CH 2 CH 2> Me), (B-637, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (B-638, F, 

10 (Me^NCOCHjjCKjCHzCH* CI), (B-639, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (B-640, F, 

(Me) 2 NCO CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-641, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (B-642, F, 
(Me^NCOCHzCEkCIljCH* Me), (B-643, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-644, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-645, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-646, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-647, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (B-648, 

15 F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-649, F, MeOCH 2 , H), (B-650, F, MeOCH 2 , CI), (B- 
651, F, MeOCH 2 , F), (B-652, F, MeOCH 2 , CF 3 ), (B-653, F, MeOCH 2 , Br), (B-654, F, MeOCH 2 , 
Me), (B-655, F, EtOCH 2 , H), (B-656, F, EtOCH 2 , CI), (B-657, F, EtOCH 2 , F), (B-658, F, 
EtOCH 2 , CF 3 ), (B-659, F, EtOCH 2 , Br), (B-660, F, EtOCH 2 , Me), (B-661, F, EtOCH 2 CH 2 , H), 
(B-662, F, EtOCH 2 CH 2 , CI), (B-663, F, EtOCH 2 CH 2 , F), (B-664, F, EtOCH 2 CH 2 , CF 3 ), (B-665, 

20 F, EtOCH 2 CH 2 , Br), (B-666, F, EtOCH 2 CH 2 , Me), (B-667, F, MeOCH 2 CH 2 OCH 2 CH 2 , H), (B- 
668, F, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (B-669, F, MeOCH 2 CH 2 OCH 2 CH 2 , F), (B-670, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (B-671, F, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (B-672, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (B-673, F, MeOCH 2 CH 2 , H), (B-674, F, MeOCH 2 CH 2 , CI), (B- 
675, F, MeOCH 2 CH 2 , F), (B-676, F, MeOCH 2 CH 2 , CF 3 ), (B-677, F, MeOCH 2 CH 2 , Br), (B-678, 

25 F, MeOCH 2 CH 2 , Me), (B-679, F, HOCH 2 , H), (B-680, F, HOCH 2 , CI), (B-681, F, HOCH 2 , F), 
(B-682, F, HOCH 2 , CF 3 ), (B-683, F, HOCH* Br), (B-684, F, HOCH 2 , Me), (B-685, F, 
HOCHiCH^ H), (B-686, F, HOCH 2 CH 2 , CI), (B-687, F, HOCH 2 CH 2 , F), (B-688, F, HOCH 2 CH 2 , 
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CF 3 ), (B-689, F, HOCHjCH* Br), (B-690, F, HOCH 2 CH 2 , Me), (B-691, F, HOCH 2 CH 2 CH 2 , H), 
(B-692, F, HOCH 2 CH 2 CH 2 , CI), (B-693, F, HOCH 2 CH 2 CH 2 , F), (B-694, F, H0CH 2 CH 2 CH 2> 
CF 3 ), (B-695, F, HOCH 2 CH 2 CH 2 , Br), (B-696, F, HOCH 2 CH 2 CH 2 , Me), (B-697, F, 
HOCH 2 CH 2 CH 2 CH 2 , H), (B-698, F, HOCH 2 CH 2 CH 2 CH 2 , CI), (B-699, F, HOCH 2 CH 2 CH 2 CH 2 , 
5 F), (B-700, F, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-701, F, HOCH 2 CH 2 CH 2 CH 2 , Br), (B-702, F, 
HOCHjCHzCHaCHa, Me), (B-703, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-704, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-705, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-706, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-707, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (B-708, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-709, F, HOCH 2 CH 2 OCH 2 CH 2 , H), (B-710, F, 

10 HOCH 2 CH 2 OCH 2 CH 2> CI), (B-711, F, HOCH 2 CH 2 OCH 2 CH 2j F), (B-712, F, 
HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (B-713, F, HOCH 2 CH 2 OCH 2 CH 2 , Br), (B-714, F, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (B-715, F, (Me) 2 N, H), (B-716, F, (Me) 2 N, CI), (B-717, F, (Me) 2 N, 
F), (B-718, F, (Me) 2 N, CF 3 ), (B-719, F, (Me) 2 N, Bt), (B-720, F, (Me) 2 N, Me), (B-721, F, 
piperidin-4-yl-methyl, H), (B-722, F, piperidin-4-yl-methyl, CI), (B-723, F, piperidin-4-yl- 

15 methyl, F), (B-724, F, piperidin-4-yl-methyl, CF 3 ), (B-725, F, piperidin-4-yl-methyl, Br), (B- 
726, F, piperidin-4-yl-methyl, Me), (B-727, F, cyclohexylmethyl, H), (B-728, F, 
cyclohexylmethyl, CI), (B-729, F, cyclohexylmethyl, F), (B-730, F, cyclohexylmethyl, CF 3 ), 
(B-731, F, cyclohexylmethyl, Br), (B-732, F, cyclohexylmethyl, Me), (B-733, Me, H, H), (B- 
734, Me, H, CI), (B-735, Me, H, F), (B-736, Me, H, CF 3 ), (B-737, Me, H, Br), (B-738, Me, H, 

20 Me), (B-739, Me, F, H), (B-740, Me, F, CI), (B-741, Me, F, F), (B-742, Me, F, CF 3 ), (B-743, 
Me, F, Br), (B-744, Me, F, Me), (B-745, Me, CI, H), (B-746, Me, CI, CI), (B-747, Me, CI, F), 
(B-748, Me, CI, CF 3 ), (B-749, Me, CI, Br), (B-750, Me, CI, Me), (B-751, Me, Me, H), (B-752, 
Me, Me, CI), (B-753, Me, Me, F), (B-754, Me, Me, CF 3 ), (B-755, Me, Me, Br), (B-756, Me, Me, 
Me), (B-757, Me, Et, H), (B-758, Me, Et, CI), (B-759, Me, Et, F), (B-760, Me, Et, CF 3 ), (B-761, 

25 Me, Et, Br), (B-762, Me, Et, Me), (B-763, Me, n-Pr, H), (B-764, Me, n-Pr, CI), (B-765, Me, n- 
Pr, F), (B-766, Me, n-Pr, CF 3 ), (B-767, Me, n-Pr, Br), (B-768, Me, n-Pr, Me), (B-769, Me, c-Pr, 
H), (B-770, Me, c-Pr, CI), (B-771, Me, c-Pr, F), (B-772, Me, c-Pr, CF 3 ), (B-773, Me, c-Pr, Br), 



WO 02/059100 




PCT/JP02/00547 



(B-774, Me, c-Pr, Me), (B-775, Me, i-Pr, H), (B-776, Me, i-Pr, CI), (B-777, Me, i-Pr, F), (B- 
778, Me, i-Pr, CF 3 ), (B-779, Me, i-Pr, Br), (B-780, Me, i-Pr, Me), (B-781, Me, n-Bu, H), (B- 
782, Me, n-Bu, CI), (B-783, Me, n-Bu, F), (B-784, Me, n-Bu, CF 3 ), (B-785, Me, n-Bu, Br), (B- 
786, Me, n-Bu, Me), (B-787, Me, i-Bu, H), (B-788, Me, i-Bu, CI), (B-789, Me, i-Bu, F), (B-790, 
5 Me, i-Bu, CF 3 ), (B-791, Me, i-Bu, Br), (B-792, Me, i-Bu, Me), (B-793, Me, sec-Bu, H), (B-794, 
Me, sec-Bu, CI), (B-795, Me, sec-Bu, F), (B-796, Me, sec-Bu, CF 3 ), (B-797, Me, sec-Bu, Br), 
(B-798, Me, sec-Bu, Me), (B-799, Me, n-Pen, H), (B-800, Me, n-Pen, CI), (B-801, Me, n-Pen, 
F), (B-802, Me, n-Pen, CF 3 ), (B-803, Me, n-Pen, Br), (B-804, Me, n-Pen, Me), (B-805, Me, c- 
Pen, H), (B-806, Me, c-Pen, CI), (B-807, Me, c-Pen, F), (B-808, Me, c-Pen, CF 3 ), (B-809, Me, 

10 c-Pen, Br), (B-810, Me, c-Pen, Me), (B-811, Me, n-Hex, H), (B-812, Me, n-Hex, CI), (B-813, 
Me, n-Hex, F), (B-814, Me, n-Hex, CF 3 ), (B-815, Me, n-Hex, Br), (B-816, Me, n-Hex, Me), 
(B-817, Me, c-Hex, H), (B-818, Me, c-Hex, CI), (B-819, Me, c-Hex, F), (B-820, Me, c-Hex, 
CF 3 ), (B-821, Me, c-Hex, Br), (B-822, Me, c-Hex, Me), (B-823, Me, OH, H), (B-824, Me, OH, 
CI), (B-825, Me, OH, F), (B-826, Me, OH, CF 3 ), (B-827, Me, OH, Br), (B-828, Me, OH, Me), 

15 (B-829, Me, MeO, H), (B-830, Me, MeO, CI), (B-831, Me, MeO, F), (B-832, Me, MeO, CF 3 ), 
(B-833, Me, MeO, Br), (B-834, Me, MeO, Me), (B-835, Me, EtO, H), (B-836, Me, EtO, CI), 
(B-837, Me, EtO, F), (B-838, Me, EtO, CF 3 ), (B-839, Me, EtO, Br), (B-840, Me, EtO, Me), (B- 
841, Me, n-PrO, H), (B-842, Me, n-PrO, CI), (B-843, Me, n-PrO, F), (B-844, Me, n-PrO, CF 3 ), 
(B-845, Me, n-PrO, Br), (B-846, Me, n-PrO, Me), (B-847, Me, PhO, H), (B-848, Me, PhO, CI), 

20 (B-849, Me, PhO, F), (B-850, Me, PhO, CF 3 ), (B-851, Me, PhO, Br), (B-852, Me, PhO, Me), 
(B-853, Me, BnO, H), (B-854, Me, BnO, CI), (B-855, Me, BnO, F), (B-856, Me, BnO, CF 3 ), 
(B-857, Me, BnO, Br), (B-858, Me, BnO, Me), (B-859, Me, PhCH 2 CH 2 0, H), (B-860, Me, 
PhCH 2 CH 2 0, CI), (B-861, Me, PhCH 2 CH 2 0, F), (B-862, Me, PhCH 2 CH 2 0, CF 3 ), (B-863, Me, 
PhCH 2 CH 2 0, Br), (B-864, Me, PhCH 2 CH 2 0, Me), (B-865, Me, CF 3 , H), (B-866, Me, CF 3 , CI), 

25 (B-867, Me, CF 3 , F), (B-868, Me, CF 3 , CF 3 ), (B-869, Me, CF 3 , Br), (B-870, Me, CF 3 , Me), (B- 
871, Me, CF 3 0, H), (B-872, Me, CF 3 0, CI), (B-873, Me, CF 3 0, F), (B-874, Me, CF 3 0, CF 3 ), 
(B-875, Me, CF 3 0, Br), (B-876, Me, CF 3 0, Me), (B-877, Me, Ph, H), (B-878, Me, Ph, CI), (B- 
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879, Me, Ph, F), (B-880, Me, Ph, CF 3 ), (B-881, Me, Ph, Br), (B-882, Me, Ph, Me), (B-883, Me, 
4-F-Ph, H), (B-884, Me, 4-F-Ph, CI), (B-885, Me, 4-F-Ph, F), (B-886, Me, 4-F-Ph, CF 3 ), (B-887, 
Me, 4-F-Ph, Br), (B-888, Me, 4-F-Ph, Me), (B-889, Me, 4-CF 3 -Ph, H), (B-890, Me, 4-CF 3 -Ph, 
CI), (B-891, Me, 4-CF 3 -Ph, F), (B-892, Me, 4-CF 3 -Ph, CF 3 ), (B-893, Me, 4-CF 3 -Ph, Br), (B-894, 
Me, 4-CF 3 -Ph, Me), (B-895, Me, 4-(Me) 2 N-Ph, H), (B-896, Me, 4-(Me) 2 N-Ph, CI), (B-897, Me, 
4-(Me) 2 N-Ph, F), (B-898, Me, 4-(Me) 2 N-Ph, CF 3 ), (B-899, Me, 4-(Me) 2 N-Ph, Br), (B-900, Me, 
4-(Me) 2 N-Ph, Me), (B-901, Me, 4-OH-Ph, H), (B-902, Me, 4-OH-Ph, CI), (B-903, Me, 4-OH- 
Ph, F), (B-904, Me, 4-OH-Ph, CF 3 ), (B-905, Me, 4-OH-Ph, Br), (B-906, Me, 4-OH-Ph, Me), 
(B-901, Me, 3,4-di-F-Ph, H), (B-908, Me, 3,4-di-F-Ph, CI), (B-909, Me, 3,4-di-F-Ph, F), (B-910, 
Me, 3,4-di-F-Ph, CF 3 ), (B-9il, Me, 3,4-di-F-Ph, Br), (B-912, Me, 3,4-di-F-Ph, Me), (B-913, 
Me, 4-COOH-Ph, H), (B-914, Me, 4-COOH-Ph, CI), (B-915, Me, 4-COOH-Ph, F), (B-916, Me, 
4-COOH-Ph, CF 3 ), (B-917, Me, 4-COOH-Ph, Br), (B-918, Me, 4-COOH-Ph, Me), (B-919, Me, 
Bn, H), (B-920, Me, Bn, CI), (B-921, Me, Bn, F), (B-922, Me, Bn, CF 3 ), (B-923, Me, Bn, Bi), 
(B-924, Me, Bn, Me), (B-925, Me, 4-F-Bn, H), (B-926, Me, 4-F-Bn, CI), (B-927, Me, 4-F-Bn, 
F), (B-928, Me, 4-F-Bn, CF 3 ), (B-929, Me, 4-F-Bn, Br), (B-930, Me, 4-F-Bn, Me), (B-931, Me, 
2-Py, H), (B-932, Me, 2-Py, CI), (B-933, Me, 2-Py, F), (B-934, Me, 2-Py, CF 3 ), (B-935, Me, 2- 
Py, Br), (B-936, Me, 2-Py, Me), (B-937, Me, 3-Py, H), (B-938, Me, 3-Py, CI), (B-939, Me, 3- 
Py, F), (B-940, Me, 3-Py, CF 3 ), (B-941, Me, 3-Py, Br), (B-942, Me, 3-Py, Me), (B-943, Me, 4- 
Py, H), (B-944, Me, 4-Py, CI), (B-945, Me, 4-Py, F), (B-946, Me, 4-Py, CF 3 ), (B-947, Me, 4-Py, 
Br), (B-948, Me, 4-Py, Me), (B-949, Me, 2-Th, H), (B-950, Me, 2-Th, CI), (B-951, Me, 2-Th, F), 
(B-952, Me, 2-Th, CF 3 ), (B-953, Me, 2-Th, Br), (B-954, Me, 2-Th, Me), (B-955, Me, 3-Th, H), 
(B-956, Me, 3-Th, CI), (B-9S7, Me, 3-Th, F), (B-958, Me, 3-Th, CF 3 ), (B-959, Me, 3-Th, Br), 
(B-960, Me, 3-Th, Me), (B-961, Me, Pyrazol-2-yl, H), (B-962, Me, Pyrazol-2-yl, CI), (B-963, 
Me, Pyrazol-2-yl, F), (B-964, Me, Pyrazol-2-yl, CF 3 ), (B-965, Me, Pyrazol-2-yl, Br), (B-966, 
Me, Pyrazol-2-yl, Me), (B-967, Me, Pyrazol-3-yl, H), (B-968, Me, Pyrazol-3-yl, CI), (B-969, 
Me, Pyrazol-3-yl, F), (B-970, Me, Pyrazol-3-yl, CF 3 ), (B-971, Me, Pyrazol-3-yl, Br), (B-972, 
Me, Pyrazol-3-yl, Me), (B-973, Me, pyrimidin-2-yI, H), (B-974, Me, pyrimidin-2-yl, CI), (B- 

47 



WO 02/059100 




PCT/JP02/00547 



975, Me, pyrimidin-2-yl, F), (B-976, Me, pyrimidin-2-yl, CF 3 ), (B-977, Me, pyrimidin-2-yl, Br), 
(B-978, Me, pyrimidin-2-yl, Me), (B-979, Me, pyrimidin-4-yl, H), (B-980, Me, pyrimidin-4-y], 
CI), (B-981, Me, pyrimidin-4-yl, F), (B-982, Me, pyrimidin-4-yl, CF 3 ), (B-983, Me, pyrimidin- 
4-yl, Br), (B-984, Me, pyrimidin-4-yl, Me), (B-985, Me, pyrimidia-5-yl, H), (B-986, Me, 
5 pyrimidin-5-yl, CI), (B-987, Me, pyrimidin-5-yl, F), (B-988, Me, pyrimidin-5-yl, CF 3 ), (B-989, 
Me, pyrimidin-5-yl, Br), (B-990, Me, pyrimidin-5-yl, Me), (B-991, Me, HOOCCH 2 CH 2 CH 2 , H), 
(B-992, Me, HOOCCH 2 CH 2 CH 2 , CI), (B-993, Me, HOOCCH 2 CH 2 CH 2 , F), (B-994, Me, 
HOOCCH 2 CH 2 CH 2 , CF 3 ), (B-995, Me, HOOCCH 2 CH 2 CH 2 , Br), (B-996, Me, 
HOOCCH 2 CH 2 CH 2 , Me), (B-997, Me, HOOCCH 2 CH 2 CH 2 CH 2 , H), (B-998, Me, 

10 HOOCCH 2 CH 2 CH 2 CH 2( CI), (B-999, Me, HOOCCH 2 CH 2 CH 2 CH 2 , F), (B-1000, Me, 

HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-1001, Me, HOOCCH 2 CH 2 CH 2 CH 2> Br), (B-1002, Me, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (B-1003, Me, (Me) 2 NCOCH 2 CH 2 CH 3 CH 2 , H), (B-1004, Me, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (B-1005, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (B-1006, Me, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-1007, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (B-1008, Me, . 

15 (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (B-1009, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-1010, 
Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-1011, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B- 
1012, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-1013, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , 
Br), (B-1014, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-1015, Me, MeOCH 2 , H), (B-1016, 
Me, MeOCH 2 , CI), (B-1017, Me, MeOCH 2 , F), (B-1018, Me, MeOCH 2 , CF 3 ), (B-1019, Me, 

20 MeOCH 2 , Br), (B-1020, Me, MeOCH 2 , Me), (B-1021, Me, EtOCH 2 , H), (B-1022, Me, EtOCH 2 , 
CI), (B-1023, Me, EtOCH 2 , F), (B-1024, Me, EtOCH 2 , CF 3 ), (B-1025, Me, EtOCH 2 , Br), (B- 
1026, Me, EtOCH 2 , Me), (B-1027, Me, EtOCB^CH* H), (B-1028, Me, EtOCH 2 CH 2 , CI), (B- 
1029, Me, EtOCHzCH* F), (B-1030, Me, EtOCH 2 CH 2 , CF 3 ), (B-1031, Me, EtOCH 2 CH 2 , Br), 
(B-1032, Me, EtOCH 2 CH 2 , Me), (B-1033, Me, MeOCH 2 CH 2 OCH 2 CH 2 , H), (B-1034, Me, 

25 MeOCH 2 CH 2 OCH 2 CH 2 , CI), (B-1035, Me, MeOCH 2 CH 2 OCH 2 CH 2 , F), (B-1036, Me, 

MeOCH 2 CH 2 OCH 2 CH 2> CF 3 ), (B-1037, Me, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (B-1038, Me, 
MeOCH 2 CH 2 OCH 2 CH 2) Me), (B-1039, Me, MeOCH 2 CH 2 , H), (B-1040, Me, MeOCH 2 CH 2 , CI), 
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(B-1041, Me, MeOCH 2 CH 2 , F), (B-1042, Me, MeOCH 2 CH 2 , CF 3 ), (B-1043, Me, MeOCH 2 CH 2 , 
Br), (B-1044, Me, MeOCH 2 CH 2 , Me), (B-1045, Me, HOCH 2 , H), (B-1046, Me, HOCH 2 , CI), 
(B-1047, Me, HOCH 2 , F), (B-1048, Me, HOCH 2 , CF 3 ), (B-1049, Me, HOCH 2 , Br), (B-1050, Me, 
HOCH 2 , Me), (B-1051, Me, HOCH 2 CH 2 , H), (B-1052, Me, HOCH 2 CH 2 , CI), (B-1053, Me, 
5 HOCH 2 CH 2 , F), (B-1054, Me, HOCH 2 CH 2 , CF 3 ), (B-1055, Me, HOCH 2 CH 2 , Br), (B-1056, Me, 
HOCH 2 CH 2 , Me), (B-1057, Me, HOCH 2 CH 2 CH 2 , H), (B-1058, Me, HOCH 2 CH 2 CH 2 , CI), (B- 
1059, Me, HOCH 2 CH 2 CH 2 , F), (B-1060, Me, HOCH 2 CH 2 CH 2 , CF 3 ), (B-1061, Me, 
HOCH 2 CH 2 CH 2 , Br), (B-1062, Me, HOCH 2 CH 2 CH 2 , Me), (B-1063, Me, HOCH 2 CH 2 CH 2 CH 2> 
H), (B-1064, Me, HOCK 3 Cn 2 CH 2 CR 2 , CI), (B-1065, Me, HOCH 2 CH 2 CH 2 CH 2 , F), (B-1066, Me, 
10 HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-1067, Me, HOCH 2 CH 2 CH 2 CH 2 , Br), (B-1068, Me, 

HOCH 2 CH 2 CH 2 CH 2 , Me), (B-1069, Me, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-1070, Me, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-1071, Me, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-1072, Me, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-1073, Me, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (B-1074, Me, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-1075, Me, HOCH 2 CH 2 OCH 2 CH 2> H), (B-1076, Me, 
15 HOCH 2 CH 2 OCH 2 CH 2 , CI), (B-1077, Me, HOCH 2 CH 2 OCH 2 CH 2 , F), (B-1078, Me, 

HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (B-1079, Me, HOCH 2 CH 2 OCH 2 CH 2 , Br), (B-1080, Me, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (B-1081, Me, (Me) 2 N, H), (B-1082, Me, (Me) 2 N, CI), (B-1083, Me, 
(Me) 2 N, F), (B-1084, Me, (Me) 2 N, CF 3 ), (B-1085, Me, (Me) 2 N, Br), (B-1086, Me, (Me) 2 N, Me), 
(B-1087, Me, piperidin-4-yl-methyl, H), (B-1088, Me, piperidin-4-yl-methyl, CI), (B-1089, Me, 
20 piperidin-4-yl-methyl, F), (B-1090, Me, piperidin-4-yl-methyl, CF 3 ), (B-1091, Me, piperidin-4- 
yl-methyl, Br), (B-1092, Me, piperidin-4-yl-methyl, Me), (B-1093, Me, cyclohexylmethyl, H), 
(B-1094, Me, cyclohexylmethyl, CI), (B-1095, Me, cyclohexylmethyl, F), (B-1096, Me, 
cyclohexylmethyl, CF 3 ), (B-1097, Me, cyclohexylmethyl, Br), (B-1098, Me, cyclohexylmethyl, 
Me) 
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mmm 1 

mft & (I) «*)*fL*^b-&« 10 mg 

?L$® 700 mg 

3 — — 5=- 274 mg 

HPC-L 16 mg 

1000 mg 

% 1 2 0 ^ y ^©^SV^il-To d*l£>& VIMfctl^t^o I^CHP C 

-l (fiftitbFDWDm^D-^) 3jc»«t**iiiu mm. (wuttiu 

?L^0. 5 ~ 1 mm) Ufc©*,, ft^f So »6nfe«6«MS3ltt*3g»^* v% (1 
2/6 0^r>a) T#ttBLJR»ftg&ft So 

mnm 2 

^ s CD ~zm.t>-£tiz>it-&m iomg 

?L$i 79 mg 

3 — y^fr— =f- 10 mg 

>^V^^->»>A 1 mg 

100 mg 

1 2 0 ^ v ^^©^SV^fcii-ro CftS> t^r^'J >^v^*£/"i7 A£ V S 
tl^t^o 1 Ofgtlcl 0 omg^s-^snf^^v^^-fe^tjg^-rso 

3 

5fc (I) *CSEt)*n S-fb-^-% 15 mg 

?LM 90 mg 
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^ — >X&—9- 42 mg 

HPC-L 3 mg 

150 mg 

£ 1 2 0^ y ^©^WCtI-To U «-&5fcfc H P C - Ljg«*®flD U 

5£ (I) •zm.frZtizih&yo io mg 

?Lffif 90 mg 

mmm-t^u— x 30m g 

CMC-Na 15 mg 

7r7'J >^V^*->frA 5mg 
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j£ (I) ^Sto^n^-fb-^-^ «|6S-te/l/D— * % CMC-Na (*;i/^dpS> 

cxr7';>^v^>>^A^u m&m m&**m %> o *i^*ifri, 150 
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aT/i^AO xmt>tslnz>m ; 

YMi-NR A CO- (CR C R D ) 0 - 2 -> -NR A CO- (CH 2 ) 0 - 2 - -N 
R A CO-CR c =CR D -, -V- (CH 2 ) ,. s -NR A CO- (CH 2 ) 0 -2~. - 
15 V- (CH 2 ) i.s-CONRA- (CH 2 ) 0 _ 2 — C O N R A — (CH 2 ) 0 - 2 -> 

- (CH 2 ) 0 -2-NR A -SO 2 - (CH 2 ) o-2-> - (CH 2 ) 0 - 2 -SO 2 -NR A 

- (CH 2 ) 0-2-^ -NR A - (CH 2 ) o-2-. -NR A -CO-NR A - N — N R A 
-CS-NR A - -N = C (— S R A ) -NR A -, -NR A C S N R A C O -N = 
C (-SR A ) -NR A CO-, — N R A — (CH 2 ) 1 _ 2 -NR A -CO-, — N R A C 

20 ONR A NR B CO- Sfe{i-N=C ( — NR A R A ) — N R A C O — (^tf. R A «^ 

*t * n» & U -c * jisjb^ * & itmrn t ;v * * r b iz&mm ? s & « ^ = = ;v ; r <* & ^ 

W&ZtiX^Xb&^&m.Tfr'r-j],, mWL$tiX^X$>*.^i&®.TJ)/*~;\s^ WWk$ 
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